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[0012] -ftetrtb, &$&m<Dl^<DWmz£tli^ : 
[0013] tffcl] 
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[0014] [^tf, A fiC-X *fcf*N-Cfe«9 ; 

1 i 

Q » % -A =A-, *fcf£-0-, -S-*3J;D?-N(R )-d^S^$tbS^nJE^ 

12 3 10 

-efc<9;Q -A =A - % i&ttt-O-^ -S-*3 J:tf-N (R )-tf»E>jKR$*l3'^ L n 

2 4 5 10 

1 2 

A fctC-X *fettN-e*>«9, A te:C-X £fcteNT*&«9. A {SC-X ^fcttN-e$?«9, 

2 2 3 3 4 4 

A fc£C-X ^»N-efe«9 ; 

5 5 

10 1-6 1-6 1-6 

1-6 1-6 
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1 2 3 4 5 

, ^>TA tKn^T^Afc/l^—zK fcKn^T^A ~hn, T5A T^A 
=-S?A C T/V^/VT^A T/V3VVT5A C T/l^r/VT^vV. *JC T/V 

1-6 1-6 1-6 1-6 

^r/VT^A C T/K*/V?Tzz.*JS^*?C T/l^/l^T—^A C T/V^r/V^ 

1-6 1-6 1-6 

, C T/V^r/K*/^ C T/V^/V^/V^^/V, C T/V^/VtfvX^A T/V^r 

1- 6 1-6 1-6 1-6 

/V^Jv^afcA C T/V^r/K C T/V=t3rv\ C ^pT^K C ^p7;V3^ 

1-6 1-6 3-9 3-9 

, C T/l^— /K C T/V^r^vK C T/V3r/V%;Vs$z=.;V, C T/V^^^/VtK 

2- 7 2-7 1-6 1-6 

1-6 

1-6 1-6 
1 2 2 3 3 4 4 5 

Y{3\ C T/V^/K C ^P7;l^/V, C T/V^/K C T/V^/K C T 

1- 6 3-9 2-7 2-7 1-6 

/V3VV#/1^~/K C T/V^v^/Vtf^/K Ty— /V#/V;fc/K ^tp7U-^ 

1-6 

#/v#^/K ry— /v^v^/v^/K ^TP7y-;vt^^*;^^;v, c T/v 

1-6 

=tdrv\ C T/V^/V^h^, C T/V3r— /l^J-dfiA C T/V3r/V^\ C T/V^r 

2- 7 2-7 1-6 1-6 

tt^l&jfo3~ 7M.^Tvm, '^y^M^ fcKn^ri^ C T/V=3^-v-. fcKnd^C 

1-6 1-6 

TVl^^S^ C T/V=»^>C T5AC T/l^d^ N-C T/V^/VT 

1-6 1-6 1-6 1-6 

5AC T/V=^>, N, N->>C T/V^r/VT^/C TlV^-y, T^A C 

1-6 1-6 1-6 1-6 

T^A tKn^v-C TVl^/WT^A C T/Va^rVC T/V^/KT^A T 

1-6 1-6 1-6 1-6 
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1-6 1-6 1-6 
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1-6 1-6 1-6 
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, C T/V^/VT^y, v'C T/l^r/VT^A ^T-vV, C T/V3VV^T^vV 

1-6 1-6 1-6 

1-6 1-6 1-6 

1-6 1-6 1-6 

1-6 1-6 1-6 

1-6 1-6 

1-6 3-9 

1-6 1-6 

1-6 1-6 
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1-6 1-6 1-6 1-6 

fcKndf-S^ C T/V^iy, fcKndf^C 7/^^, C T/K^S/C T/V=<^A 

1-6 1-6 1-6 1-6 

tKP^>C T/V=^>C T/V^iA T/V=^A N-C TA^r/VT^S 

1-6 1-6 1-6 1-6 

C T/V=3drv-, N, N-v>C T;V^;VT^JC C T/V^VVT^ 

1-6 1-6 1-6 1-6 

1-6 1-6 1-6 1-6 

1-6 1-6 1-6 

^ixc T/v=¥/v) r^y , tr* (r^yc t/v^vv) r^y, s^ta #/v#^v'/k c 

1-6 1-6 1-6 

1-6 

1-6 

v^ry^j;tFT5y^^^$^i*^^ti,w±»gm«^J;^gm$ti,Tv^T^ 

1-6 1-6 

1-6 

t^cfcv^h —or *5J:tj«-nr r frt>&Z>m*&mi£ti; 

1 1 2 

R ^oiU^R ^ -^r^^Mfii:^, 7kiltJ®H\ C T/l^r/K C T/V3r/V#/V^ 

1 2 1-6 1-6 

\^mm-7M^mn, i^^ti&L±<Dmmm^ mmm^xxmnm^- 

, tKndrv-, C T/V=*3rA fcKn^VC TVV'^S^ C Tz^^C TVl^^S/ 

1-6 1-6 1-6 1-6 

, T^yC T/V^^ri/. N-C TsV^/VT^/C T/V^-y^ N, N-v^C 

1-6 1-6 1-6 1-6 

T^yc T/V=»%5^ T^A C TVV^/KT^A fcKn^VC TVV^/KT^A C T 

1-6 1-6 1-6 1-6 

/vndf-^c T/v3vvT^y, r^yc tvi^/wt^a >>c tvi^/vt^a tr^(tK 

1-6 1-6 1-6 

n^riXC T/V^-;V) T^y, If ^ (C T/Vadp-S/C T/V^;V) T$y, « (T^yC 

1-6 1-6 1-6 1-6 

1-6 

^7j>y, C T/V3r/Wv**y, i^C T/V^r/V^^y, JX/V^^ 

1-6 1-6 

1-6 

1 2 



WO 2005/063689 



8 



PCT/JP2004/019574 



[0015] Wb2] 




[0016] d^^^ttSo] 

•So 

[0017] 5£ (II) (d*3V N TQ a*-A = A -tf>*§^\ A £jj£^U A -A = A -£ 

1 2 3 2 1 1 2 3 

Q fr-A =A -<DWr£; A #SQ iri^U Q -A =A 

2 4 5 4 1 1 4 5 

[0018] L^-NHC(=0)-O^ ^/^^/V^(D^#J^^^-<^ifV^^^ 

U 

[0019] Wb3] 




[0020] ^jjg-a-rso 

[0021] *mm(D£t>t£Z>mmfc£ti\^ ±m^(u) <D\\^m^^x, ^cd : 
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[0023] [5£tfJ. A , A , A , A , A , L, Y, $5£T$Z\^ mzfem&tlfcb&WfoZo ] 

1 2 3 4 5 

[0024] ^gi|©Bij©fflBifcufcjh/rf , _hia^:(ii) (i) d&v vt\ c 

1-6 

3-9 1-6 1-6 1-6 

1-6 1-6 1-6 1-6 

1-6 1-6 1-6 

N-v^C T;V3c/VT^/)C T/V^;Vitftfe (N, N-tf (fcKnSr^C T/V3r/V)T 

1-6 1-6 1-6 

c T/i^/v-efcs, _hfB^: (n) *fcr* (D fcfBifc©te^*;fctt*©:7pK9s> 

1-6 

i&DiC^K ;*?VK ^^VK v/^n^VtVV. ^n-^^/K 2-fcKn :3 r>^^-/K 2-( 
2-tKn=^>^h^» 2—>T7^^vK 4-fc 0 JJi-?/V^ 

/V, 2, 3-^fcKndp~>^ p i2^ , -l--Y/K 1, 3-v ? tKn^v'7 P 

n:/-2-^7K 1, 3-^fcKn^>-2-fcKn^^/k:/n:/-2-^7K 2-^/M*U/ 
a^/K l-tK^^v / ^°n^-2--r/k, l-tKndf-^-3-^^/V^^-2-^/V N 2-(N 
, N-vW/VT^/) 2-(N, N-fcT^(2-tKti d rv / ^^/V)T5y)^^/V, 2 

, 2, 3, 2, 3, 4, S-^h^tKn^ 

^^/V-*5«tt^2, 3, 4, 5, 6— <^tKnd^^^V/^if^^§ 0 

[0025] *mw<D&b\z.m<Dwm^&fift, ±m^{ii)^.tz.mi) icjavvc yvk ^n^v 

HH\ i/TA C T/V^VK /M3C C T/V^~/K C T/V^/K C 

1-6 1-6 2-7 2-7 

1-6 3-9 1-6 2-7 

C T/V-a^v-efcS, _hfB5£ (II) (I) <D>f fc^^fcfi^^nK^s^ t>L< 

1-6 
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[0026] ^m^ishKwmmm k xtiu, ±m^: (id *fc« (D mssv vc a jac-x 

1 1 

ttN^efe«9, a fctc-x ^fcfiisrcfct)^ a rsc-x ^cfiN^efe^, a «c-x ^» 

2 2 3 3 4 4 

5 5 

X . X . X . X *3j;t*X UK ^t^ettfSk&K* ^litJK^\ /^n^VM^, C T/V^r 

1 2 3 4 5 1-6 

1-6 1-6 1-6 1-6 

/m^C T/^/v^d^3S^tb;^fctt. X *3J;T^X , X ^SXXlX . X . 

1-6 1 2 2 3 3 4 

4 5 

^^>s, wzt^m, t^s^st i, 

1 2 3 4 5 

nn, ^'o^, a^vK t-^^/V, i-7°nt°;V, p^v^ i-r/najWf-i^ Mi^/V 

1 2 

1 2 

2 3 

2 3 

[0027] ^PJO^b^SlJcDftlJffi^itttf, A ttC-X *fef*N-efct), A J2C-X £fcte:N 

11 2 2 

-Cfc«9, A »C-X *7t^N-Cfc«9, A itC~X Xfo<9, A teC-X XfoV, A , A 33 £ 

3 3 4 4 5 5 1 2 

3 
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[0029] *mwK#>v^xr^vi^m?}t^ ?vmm^ Mmm*. h#jj§h\ Bt?mm 
mt£Z<r>m&Mhttm&, fftuvMayygftLr, m.mm^x^mm^' 

[oo3o] ttm\c&\^xtc T;v*;v\b\^mmwti—G<Dum^,ft&m.yt<DTsv*fr 

1-6 

m&mMV. MfUt. *?VK a^vK n-7°ntVV, i-^ntW, n-y^/K s-^ 

, *3j;t^2-^^/^^- 
[0031] ttm\C&\^XfC *S?nT;V3r;V\btt..mMW&— Q<Dfflfc&&Tm&fflfcO 

3-9 

T/v^/vm^MMl.. v^n^nfcVK v^n;7^vK v^n^>^vK Z/?n 

1- 6 1-4 

1-3 

[0032] *5IW»!:38V^rc T/V^/VJ^tt. ^*»2— 7©|l^*fctt^ttft3R©T/V 

2- 7 

[0033] 2f^S5giC*3V^rc T/V3r^-;V\b\^%mWO.~ 7<D^&itftX&^&&&>Tn' 

2-7 

^—/v^SrlcBfeU 09*.^ ^-/K l-^Pt^^, 2-:/nfc°~/K 
[0034] ^KiC*5V>-rrc T/Va^jfctt, T/V=ar/V§P^^bTgE^^b/c^^l 

1-6 
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fi\ ;*Harv\ n-^naK^V, i-^naK^V, n-y>3r>\ s-y>=3rv\ i-y> 

^rV, t-^>=3r^, n-^^*-^ 2-y^/vy>3rv\ l-/^/vy> 

drv\ l-^^/K/nTtfa^ n-^^/V^^ 4-y-^vW<^h^y, 
h=^>\ Z-^^VW^b^ri^ l-*<?A"<>'h*l'* 3-cn^vvy>d^ 3$£Tfi2-^ 

[0035] *mw\z.&\,^xrTv—/vit^c %mmm4k&mm&M#ium%.&.7~~ 

6-10 

[0036] « W r^TOT!J' — /VJ ^l!f JjjC^-fe 

, 0iix.fi, yy/K ^~/k ifny/v, -i^yyy/K t°yyy/K ^^yy/K -ry^- 
dr^yy/v, ^-yyy/K -ry^-ryy/K t^t-w;;K ^-r^ryy/K hyryy 
/v, ^t^yy/K t°y^/v, t^v^/K t°yv^/K t°yy s*=vk -y ^py/K ^y 
y^/v^^m^o 

[0037] W fc&l >T TC T/V^r/V^/V^^/Vj T/l^/V^^b-ClE^jiLf;: 

1-6 

[0038] ^sm^v^-crc T/v=t^y^7/v^/vj^{i, T/^^yfp^^bTiE^sa 

1-6 

m&MML-, tb^X/V^/V^ ^hdf-^/v^/V, n-yn/K^r^/V^ 

i-ynaK^v-^/VaK^/V, n-y>^y#/v*K~/K s-yi>^y;*7/V7K~/K i-y 

^/VtfwK 2-^^/kyh^^/^^7^, l-y^/kyh^y#/k7}wK 1-3^ 

=VK 3-7^/V^^h^#/k/}wK 2-7^/V^^h^y;(;/k/}wK l-;^/W< 
>-h3r>#/V^/K 3-^/vy>dr>#/V^/K :&J;U?2-^/vyh^>#/V/K 

[0039] W t-*5V >T TC T/V3c/Vtt\ tU, T;v^r;vw^t\,xm^m^tz.mmw 
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s-^A^^ i-y^/v^^ t-y^/^f-^r, n-^O^/u^^ 
^/v^-^r^ 2-^?-;vy*^/v^-3r, l-^svy^/v^-^r, i-xf;vyntvvft, n- 

^\ l-^vw^^vW^ ^-^-A^f^/v^-Hr^ idX.xl2-^;vy^;v^^r 

[0040] ^ISM ic*3V rc T/v^vk^/v^/H fctt, T/i^r/vgR^LTIEi;i;^Lf~ 

1-6 

&9£U #lx.fc£x y^/KVV^WK ^/KVVtfwK n-^ntVV-^/V* 

j^/V^—ZK t-^^/V^/V^^/V, n-^^^VK*/V^/K a-ff-A^f^/V^flsfc 
^/K 2-y^W:7^/KW^xvK l-y^/V^^/K^/VtfwK l-rn^/V^nfcVV 
n-^^v7V.x/l-^/K 4-y^vv^^/wvv*~/K 3-y9Vv^>- 

[0041] ^WfcSSWCrc T/V3VKT^yj£te\ T/^HfP^^b-CUEHl^ilU^* 

1-6 

7, s-7'f;v7^/, i-v^/vr^y, t-^^vvr^ a n-^^/vr^y, /VZf 
^•/vr^y, i-^/k/^vkt^a l-xf^ntvvr^/, 

*3«ttJ«n-^ ^r^/vT^y, 4-y^M^^/vr^y, 3-y^/v-^^vvy^y, 2-y^ 
/wo^vv-t^ l-y^/wo^/vT^y, 3-^/Ky^vvr^y, &£xf2-^ 

[0042] ^|SK(j:*3V^r^c T/^/vr^yjirfi, 2^<DT/v*;v%fthVxmz.'feWk\s 

1-6 

fc^^mi^6(D[i:^^fc«^^^^T/V^/VS^i-?»^T/Vdr/VT^yS^ 

1-6 

r^yj fcf3\ vW/vr^y, v^^/iyr^y, ^dw^a yi-ynt° 
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/vt^a ^/v-i-:/^vvT^A ^/v-t-^/KT5:A ft^^Stfi^o 
[0043] ^Ki-*5v>rriMfp*fcf*^l&fp3— 7M£*it3ij£te. m\i(D^ itfz.\t.7fmn 

*itt>-a-lW5o r^fp^fc«^FtMfP3-7M^*mj^^, 0*Rfc£, ^n7n^y, 
y^n7^y, V^n^l^i^ v^n^rlJ-iA */?xi^<f#z<'^ ^n^yry, 

[0044] «PJtC*3V^Tr|SfP^tt^^P5-7M^*^J^tt^ f&fPtfX ^fWf&fP 

*^-a-*tv^o r^P*rcfi^tafP5-7M^*^J^«. ^RfifV^n^^i^ 
yn^U-^ i/^n^y, i/jrwO^ls^ y^n^ty, ^^Vft^^* 

[0045] ^mm^^^x^ma^tz.^m^3—7m^^Mit^ iwz.n^^k±.<Dm 

^f^P^^-f-3, ii^^m^I^^-#:^3-7(D^a|i^^L, ^ 

n»-^*tv§o r^p^ctt^F^R3-7M^t l ^J^f*^ M*.t£. ttis?^ T 
TWJi/, fc°ny^>\ t°-<yi^ t°a— 
/v. ^yy— /k t°7/-/v, *-3rU-y— /k f7/-^, f7y7y-/v, byry 

>\ i, ^e/i^y^ N ^^v^y^if^-^-^^o 

[0046] t-*5v rmfwktcte^mu3-7m^'Tvm} ^^ j ff^m^(D^mm 

y-i-^i7K t°^yvv-i-^i7K ^e/v^y^-4-^VK t°^vV-i-^f7K ^a-^e 
/v^y^-4--f/v, /v-i-^ivk t°^y— /ww;k fciw^^v-i- 
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[0047] ^K^*5V>TriafP*fcf*^fP5— 7M^t2gtj£^ l^f'^tl^±<Dm 

^y yv, t°^7vV, yyy, ^^^y, /k -f^V— /y, t 0 7/-^, ^ 

-w-^, hyry— /v. T^y— /y, trys^ t°y^yy N t^yy, t°u^y, ^ 
h7tKn77y, T^tK^yy. i, ^e/i^y^ ^f-^e/i^yy&y- 

[0048] ^im^ov^-crc T/V^/y^yj ite, T ?V^^;VW£h\^XW<CMM\JZ. 

2-7 

[0049] fC^V TC T/V^/V^yj T/V^^/Vf R^LTlS^aUt 

2-7 

[0050] ;fc^£M^*3V^ TC T/^/P-TJ/W^^/^J , Tv?C T/^/P-TJ/W^y/H „ r 

1-6 1-6 
1-6 1-6 1-6 1-6 

, Tn-C T/V^c/VT^/C T/V=3^rv-J „ Tn, N-v>C T/V^r/VT^yC T/V=tdr 

1-6 1-6 1-6 1-6 

y_u rtKn^^c T/y^/vr^yj , rc r/v^yc r/y3vyr^y.k rr^yc 

1-6 1-6 1-6 1-6 

1-6 1-6 1-6 

/v^r/v)T^yj, rtf^(r^yc T/v3vv) r^yj , rc T/v^/vr^^yj, ry?c r 

1-6 1-6 1-6 

/y^/yr^vVj r^ryc Tvy^yyu r^y^/yc 7;^/vj, rc r/v^yc 

1-6 ~ 1-6 1-6 2-7 

Tvy^/yj, rtKpdriyc T/y^/yu rtRt^yc T/v^yc t/v^/vj, r>? 

1-6 1-6 1-6 

tKn^yc T/yae/yj, rhytKn^r^yc T/v^/vj, r^e/v^yyc T/y^/vj, ( 

1-6 1-6 1-6 

N, N-i yc T/V^/VT^S) C T/V^c/VWtfc (N, N-fcT;* (fcKn^iyc T/V^r 

1-6 1-6 1-6 

1-6 

!H5^«^^^b^*mi-6<DT7y^/y^^j:^T/y3dri/^^ c ^^2 
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[0051] ^c^^^SoV^rr^y^/vc T/^/vi^sxxf^/v^vyc t/v^/vj K&if^ 

1-6 1-6 

[0052] ^mmiZ.$3\^Xr^vC T/V^/Vit^T/V^r/V^tl^XWt\^m\^f^mWc 

1-6 

1-6 

1-6 

/V^r/Mm. ^Ev^nC T/V^r/K vvm^C HJ^nC T/V=¥/V*5j;I^ 

1-6 1-6 1-6 

1-6 

[0053] ^mmK^^X^^C T7V^*cZ/\h\^ T/V^l/Uftk\JXm^feW^$< 

1-6 

1-6 

1-6 1-6 1-6 1-6 

1-6 

[0054] t-*5V >T T/NtiC T/l^/V^J T/l^/H^5^LTl£^aU^ 

1-6 

1-6 

1-6 1-6 1-6 

1-6 1-6 

[0055] ^mmK^^X^TV— ;vJr^*i;v^~;v\b\^ T!J— /VgB^irLTgE^^b 

6-10 

[0056] TC T/^/V^T^vVj bfe, ^TvWS (— NHC (NH) NH ) 

1-6 2 

1-6 

, &\%Jt£, -NHC (NH) NH (C T/V^/V) fc£?<H£t? 0 

1-6 

[0057] ^*5V T^C T?V*r?VtfT^Jj\ bfe, ^TvW3£ (—NHC (NH) NH 

1-6 2 
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1-6 

HC(NH)N(C T/V^r/V) ftifSr^tfo 

1-6 2 

[0058] *^J! fc*5V N T l"^C T/V^/VT^vVj bte, T$i?;m (-C (NH) NH ) flS, £ 

1-6 2 

1(1 jjjC^_h<£>2@JfreC T/V^r/^^S^ttfc^CD^^b, $Jx.fi, -C (NH) 

1-6 

N(C T/Vdr/V) fcir«r£t?o 

1-6 2 

[0059] ^*3V rtKP^>75/*^>K-^j r-c (o) nh-ohj ^tofc-rs 

o Tfefc, ^I^^TrtKn^T^Vj^ r-C (NH) NH-OHJ ^tt-t© 

[0060] « w icm ^x r^^y j tn, r-po (oh) j &Mvk~t~% 0 «IK fcfcv 

2 

1-6 1-6 

T-PO (OH) (O-C T/V^/V) J SrIc9fcU l?C T;V^-;V^^/t\^ 2o<DT/V 

1-6 1-6 

^/Hf5#£LT!Efcj£&Ufcc T/v^/v^i-^ r-po (o-c r/v^/v) j£Ic9£ 

1-6 1-6 2 

[006 j] W ij:*3v r^/v^^j ttt, r-so ohj %MMirz> 0 t-^v > 

2 

rrc T/v^/w^/i^j^tt, T/v^r/Has^^LTgE^S^bfcC T/v^vv-Wt- 

1-6 1-6 

§r-SOO-C T/V3r;V\%M&f&Z>o 

2 1-6 

[0062] ^KJM#^v^r^yjt^, r=oj^#5*u^Jx.fi\^- d ry*-eg#$tvfcy 

^wmzjvvm—jvm r-c ( =o) -] ^^-r^ c 

[0063] JfmmK^^X, rc T/V=3r/VT57J , r^C T/V^/VT^/J , Tc TfV^?V7^ 

1-6 " 1-6 1-6 

vVjs r^c T/i^r/vr^vVj , rc t;v^;v^t^J/\ , rs?c tvi^/v^t— 

1-6 1-6 1-6 

>Vj, rc T/v^/^^-j, rc T/v^/vx/v^u rc t/i^t/wvv*~/h , rc 

1-6 1-6 1-6 

T/v-3vvsfc**yj , r>?c T/v^/v^^yj . rc T/v^r/vj, rc tvvc^vj 

1-6 1-6 1-6 1-6 

, rc v-y nT/v=3r/vj , rc ^nr/va^j, rc ta-^/ku rc tvi^~ 

3-9 3-9 2-7 2-7 

/Kk rc T/v^/VvM^wHfeit^rc 7;^^^/v*^/vj!i, i^t^iot 

1-6 1-6 

<5q 
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[0064] ^i&Ktcjsv^T, rry— /vj, rry— /v^vj, rry— r^^n 
ry— /vj, r^^nry— /v^^jasit^r^nry— /i^/v^/Hf^ #^^J: 

1-6 1-6 

[0065] ^^m^^^X, Tc T/V^r/Vj, l"c v-ynT/l^/Vj , l"c T/V^/VJ, l"c 

1-6 3-9 2-7 2-7 

1-6 1-6 

Krnry- 7v^7/v^^ /vj, rry— /^-j , ^tutv 

1-6 2-7 2-7 

1-6 1-6 

/m^VI^^n fcKn^v\ C T/V=^v\ tKn^r^C T/V=^>\ C T/V=2^> 

1-6 1-6 1-6 

C T/V^^r^, T^yC T/l^dr^ N-C T/V^r/VT^yC TVVc^V, N, N- 

1-6 1-6 1-6 1-6 

1-6 1-6 1-6 1-6 

1-6 1-6 1-6 1-6 

1-6 1-6 1-6 

1-6 1-6 1-6 

1-6 1-6 
1-6 1-6 1-6 

1-6 

[0066] 2f^S5giC*5»t5, TC T/V3vH*3j;^Tc ^n7;^J i^iaottt, 

1-6 3-9 

1-6 1-6 

1-6 1-6 
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1-6 1-6 1-6 1-6 

„ tKn^iX, C T/V=^v^ tKn^C 7/^^, C T/K^i/C TlV^l/ 

1-6 1-6 1-6 1-6 

„ T/V=^r^ N-C T/l^r/VT^/C T/V=tdr>, N, N-i^C 

1-6 1-6 1-6 1-6 

1-6 1-6 1-6 1-6 

1-6 1-6 1-6 

n^v-C TVV^/VOT^A t^(C 7/V3drv'C T/l^rA) T$A » (T^ AC 

1-6 1-6 1-6 1-6 

T/V^/V) T^A ->7/, ^/Vtf^vVK C T/V3^#/V7}^/K TU — Ao^S/ 

1-6 

t^^a C TA^rA^^A v>c ta^a^^a x/is^Wtg. 

1-6 1-6 

1-6 

[0067] tt&mte&tfZ* rc ta^kl rc TAdrA#A^~Aj, ri^tt-ttt^-b 

1-6 " 1-6 

1-6 

fcKn^VC T/K=*3r>\ C 7/V3^C T/K=*3r>\ Tz^^A N-C 

1-6 1-6 1-6 1-6 

1-6 1-6 1-6 1-6 

C T/V^r/VT^A fcKn^VC T/V^r/KT^A C T/K^v'C T/V^r/KT^A 

1-6 1-6 1-6 1-6 

T^/C T/V^r/KT^A v>C T/V^r/KT^A tf^(tKn^C T/V3VV)T^A 

1-6 1-6 1-6 

tr^(C T/^^C r/v^/v)T5Atr^(T5yc 7;Wf;i/)75A^7A* 

1-6 1-6 1-6 

1-6 1-6 
1-6 1-6 

[0068] ^KJWW^wr, ^iC0S^l^«:^rtbW-h0SJSlS-eB#|$tbTV>5^g* 
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[oo69] ^{ii)x^ti^mn<Di\:^m^mir^, m-. 

[0070] Wb5] 



[0071] ra\ ^Jx.«^T^*i-J:5^^#^^m^^fi^#^^ti^»^-tf : 



i r 

Q 2 — k 
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[0072] Wk6] 
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[0073] am 




[oo74] *mmt£, ^(i)^^(ii)^m^ti^t^m(D^mmmih^(D^^y 

[0075] *5SM©rynK9y^ji:tt, 4«^#T, #*W*^:tt*#*W^#M:o-C, ^( 
I) (II) (D^^^^^fP^^^^-^to^ifef-^m^^, ^ (I) 

laMMott £v ^ ^rt-ettflH4©*>5^: (I) (II) (n\\&m\c 
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[0076] y°v\?^yjf^ m&\z&&£Wtbgtetz^m&^3b^xb£^&, ±ftft-erzm 

[0077] m^mmik&m<Dm^m^^xmm~tz>o ^t^l/cm^?*: 

fctfS-e#5„ ---e^S<Dig$R*Dj:«*^«, 09*.ti, rGreene and Wuts, 
"Protective Groups in Organic Sythesis"(Jj|2JK, John Wiley & Sons 1991 

) j ^mm^m^mf^t^x^, z*i&&mj&4kft\zj&-cxm%M^tit£&\ 
)x^i5tbttmnik&m<Dmm.^mt\^x\^ m*<Djrm^x.bti. mm^m 

[0078] Maim 

-2 , i-3~£tcfe 1-4 ^-r^&c Xoxm&lrzz-b ^-e#5 0 

[0079] jj ^rjffel-l 
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[0080] 



NH 2 o 




Qi"A, 




(1-1-F) 



[0081] A , Q , Q , Y33£TfZfe, K33\,^Xfem£tlfcbte<9X&<Q, Aa . Qa 

112 11 

, Qa , y $o£xfz n^ti^ti, ^(ii) (Dmmi^n^A , Q , Q , Y&XTfZtm^ 

2 11 112 

Si^fL, *fc^'i'g'fg»»SV^^»^«^J:oT, A , Q , Q , Y&XXFZK 

1 1 2 

[0082] JLUl (T^Hk) 

T^^^(l-l-A) ^m#^fl^#: (1-1-B) £«**^£-fr3^U;*9 
, T5K( 1-1-C) SrSi5ti-5ri:dS-C#5o ^^JS^^^n^V^^J^cMTKIf 

[0083] ^Nn^v^^j^bT ^m^^^y/K mt^-svm^mf zz.t&x* 

, N--y?vi^i//vjj/vtfi?4^V-N ' --fn^;vir^y^jv^)^^ (PS-# 

i/^/V^/V-1, 2-v ? tKn^/y^(EEDQ). ^n^e-hy^(t°ny^/)-^^r> 
A=^dri^^/V^-t2^7T^-h(PyBrOP) , 1-^^vV-3-(3'-v^/VT5/:7 0 p 
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fcW) ^/i^KvM^K (edc) ^ (sO^hVTy?— Mtvar*?*/) hVt°Wi?y-&^~ 
^t7;vtn*^77-h (PyBOP) ftif Sr^f 5£.£tf*"C£5 0 ^tt^^^/v 

rc^/VT^ N, N-i^y^tifcVV^^vV-T^ l, 8-^Tiftr^i3[5. 4. 0]-7 

[0084] lM2i^TMt) 

o ^>-ifV#_h^l^^|S^o{t:^(D^Ty^«, 0»Rt*Synthetic Commun 
ication, 887-90, 24(6), (1994). m^(D^m%M^M^X'ttDZ.b1$X%Z> 0 

i/TAkW- ( 1-1-D) &mz>Z.btfX*%Z> 0 
[0085] x@3(^hy/^p^^fl?) 

^hy/vS(DT^K^^p^^«,f?!J^{M^7Km^^^fflv^^m( 

f?!j^.{^Org. Syn. Coll. vol. 2, 586-588(1943). ^J. Med. Chem. , 43, 87 
3-882(2000). ftifh W@mM<DftfeT^ m^MT/P^— /k&^l^v^/K* 
/V^i/K4 I ^T5^"&(^!Jx.^#^2000-86610 J ^#|i2001-39936^^) , 
§V>^(^#^T^P*^«^(#^¥6-239810^if)^if^^(f^^^ 

ifcj&y v ^^rrmmiti^m^m v vctsk ( i-i-e) *fe-e&5 0 
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[0086] X@4 (J»^ WIM^ftU) 

t^k(i-i-e) imn&&*rrzm&. ^w^ta^mmm^nm^m^: 
7kmm. r^/m, ^n^v, ^/v^/vs. -h^s, 

/*fc«W^^fP^r*3^5^^i-J:«9^^ 3 W«J-C*>^fb^» (l-l-F) ?rMit-r 

$3£TfffoM$l4¥fe. fflx.\°£, TGreene and Wuts, "Protective Groups in Orga 
nic Sythesis" (%&2ffc, John Wiley & Sons 1991) J ^IBf^^&c^J^HJiL 
fco Wt^^^fifP^J^^UT^, 0H#.f£ TSmith and March, "March's Advanc 
ed Organic Chemistry" (^5JK, John Wiley & Sons 2001) J foSV^TRic 
hard C. Larock, Comprehensive Organic Transformations (VCH Publishe 
rs, Inc. 1989) iizm&<DftffiZ£VmMUto 

[0087] m^£mi=2 
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[0088] Wk9] 



Qai-Aai 

Qa 2 \ +HO - 

NH 2 o 




XS1 



OR 



T 5 Klfc 1 




OR 



IS 2 



Q P 2 lT 
ClarAa, O 




OH 



7 5 Rb 2 



Qa- 



Qa^Aa! O 




H IS4 

N 



Qi-a, o 




H 



QarAai O 




(II 2+IS3 ) 

r s Rbss 



OR 



Q f2ir 



Qai-Aai O 




[0089] A,Q,Q, Y*3,fctJ<Ztt, ^*5V>T^$tbfc^*5«9T*fe«9. Aa , Qa 

112 11 

, Qa % Y It^tl^tl, ^(H)(D^^*5itSA , Q , Q , Y&XXFZtm^ 

2 11 112 

1 1 2 

^#£tL5£X^ei-o Rf*;*?vK ^ntf/K ?^/k -<^vk -ry^°nt° 

1-6 

[0090] 
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[0092] A . Q . Q . Y&XTfZfe, ^(11) \Z&^Xl£m£tlf£b$5*)T*2b*)^ Aa . Qa 

112 11 

, Qa . Y $3£TfZ Itttl^tl^ S;(n)©3£g|f2:*5tt5A , Q , Q , Y*5j;t5Zi:lnIC 

2 11 112 

1 1 2 

[0093] ^^ 1-4 
[0094] Mkll] 




Xfl2 



[0095] 5^ A,Q,Q, Y:*5j;TJ*ZkJ\ fc^T^^ftfc&JSfl-efc?), Aa , Qa 

112 11 

, Qa x Y ZoXZfZ tttlsetl^ ^(ll)(DmMlZ.&tfZ>A , Q , Q , Y$o XUZtm^ 

2 11 112 

Jti&Sr^U ^c«Wf^^fPfeSVM«^tt^j:o-C, A , Q , Q , YfeJ^zte: 

1 1 2 

[0096] X@l (TSKflSl) 
[0097] X®2(^hy/^P7K^fi?) 
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[oo98] x@3 m&m. ^mmm) 

[0099] Mfjr&:2 

2, 2-3*5j;U?2-4^^i-^&^j;oTM5t«^^^-e^5 o 
[0100] WjgnfrfeZ-l 
[0101] Mbl2] 




[0102] 5^ A,Q,Q, Y:JoJ;U?Zte\ zS(II) fc&V^T^^&frfc&JSfl-efc?), Aa , Qa 

112 11 

, Qa x Y 3o£.UZ f^-etV^ett, S:(n)©Si»!:43tt5A , Q , Q , Y*5itJ?Z^|W|C 

2 11 112 

SiSSr^TU ^{^Wf^^fP^v^M^^io-C, A , Q , Q , Y*5j;tfzte: 

1 1 2 

[0103] Mrj7&2-2 
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[0104] [>ffcl3] 




[0105] A . Q . Q . Y*5j;tKZtt. 7% (II) \Z&^Xl£m£tlf£b&*)T*2b*)^ Aa . Qa 

1 1 2 1 1 

, Qa , Y $3£X$Z tt^tV^tl, ^(ll)<DfemiZ.tetf%A , Q , Q , Y*5j;t*Z£|RlC 

2 11 112 

1 1 2 

1-6 

[0106] 3EtiS:frfe2-3 
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[0107] [>ffcl4] 




[0108] A . Q . Q , Y*3j;t*ZH\ ^(11) \Z&^Xfe$&£tli£k$3*)~X*3b*)^ Aa , Qa 

112 11 

, Qa . Y &£TfZ itttl^tl. ©Sil^itSA ,Q,Q, Y*5 «fU*Z£|^IC 

2 11 112 

5£a^ru *fc^i'B'fgs^»^v^^M^^j;oT, a , q , q n y^xx^zk 

1 1 2 

[0109] ^£^£2-4 
[0110] Hbl5] 




[0111] iCT, A , Q . Q , Y*3j:t*Ztt\ (21*3V^5£il$Hfci:*3«5-efet). Aa , Qa 

112 11 

, Qa , Y ioXXfZ i^tl^tl. &.(JI)(Dfemz&tfZ>A % Q , Q . Y&XTfZtmC 

2 1 1 112 

SI^L, itftte'gffim&m&Z^feffo&mzX-oX, A , Q , Q , Y*3«fct*ZlJ: 

1 1 2 
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[0112] ^^ 2-5 
[0113] [>fbl6] 




[0114] A . Q . Q , Y*3j;t*ZH\ ^(11) ^feV^T^^^C^^^Cfc^, Aa . Qa 

112 1 

. Qa . Y $$£X$Z tt^t^fl. S:(n)©3eai^*5»tSA . Q . Q . Y*3j;TJ*Z£|^C 

12 11 112 

1 1 2 

[0115] m^m 

[0116] fj^fe3-l 
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[0117] [>ffcl7] 




( 3-1-F ) 



[0118] 5^ X , X , X , X , X , Y$5£TfZ^ \Z&^Xfem&tlftLb*3*)T*%>*)* x 

1 2 3 4 5 

a . Xa , Xa , Xa , Xa , Y $5£T$Z fe^ttl^ftl, ^(D (DfeH&iZL&Hr&X , X , X , 

1 2 3 4 5 1 1 1 2 3 

4 5 1 

. x . x . x . x . Y*5J:t^zlc:3E#|$tL55SSr^^-o LGtt^^n^V, jvv**— h 

2 3 4 5 

[0119] X@l(T^K>fb) 

T^V>mmVf (3-l-A) £5:S#Btft*f#: (3-1-B) ^«7K^$-fr5^^^j; 
9, T^K(3-l-C)S:5i3t^-«-^d s tHr5o r^J&tt&^pyWb^fcteJIfczK 

[0120] m^*?i/i\fflb\^xtem^ffl&ikttw;v^ mt^^^m^mf^t^-e 

, N-^n^iX/k#/k/tf v^K-N ' -^ntf/V^^^/V/KjJ;*^!^ (PS-# 
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pj»=^y-7/V$-vi^7T— MPyBrOP) , l-^/V-3-(3'-i^^/VT^y^ 

ntvv) tj/v^vm^k (edc) , (^y/hyry-zW;^^^) hy^nysv-afc** 

MkMbVXfem^UN-tFti^i/^i/yyyTy*— /v(HOBt) , ^^(n-*^ 
W^vVv) , yj/v^^/vv 5 ^^^— ^^^^ o Sgg£LT fc£0!l?tfc£ 
hy^/PT^, N, N-^y^nfcVV^^/VT^^, 1, 8-v ; T1ftfv'yn[5. 4. 0] 
(DBU) ^^#tfSi^^-e#§ 0 h^ttlg^LTtem^ 

[0121] Xg2(^7/ft) 

0 ^^^M±.lcmM^& j &^k&!%)<D^TMkl^ f?!jx.{^Synthetic Commun 
ication, 887-90, 24(6), (1994). fEic<Z>^}£^t:MLTtT5-^^3o 

i/TMkfc (3-i-d) &mz>z.bfcx^% 0 

[0122] X@3(^hy/^P7K^) 

ffi\z.itOrg. Syn. Coll. vol. 2, 586-588(1943). ^J. Med. Chem. , 43, 87 

3-882(2000). /iif),i«II©#4T, ^raT/^=3-/^fc5v^^v ? y^•/k^ 

/V^^>K^^T5^&(^!l^^#ia2000-86610^#^2001-39936^if) % £> 

§v ^ym<D&&.Timfcfmirz>jfm (#^1^6-239810^^) &mf $>ti.z. 
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[0123] Ig4(Ml,tiS«i) 

r^K (3-i-E) &vmm%m~tz>m&. &£xf/^tcfe'gmmmm& "smfmrn 

/*^filrteS#E«iiSr*3^5^i:^J:t)^#l- § l^^feS^i^ (3-1-F) ^Miti" 

33j;tJKJffiL^8fef£ra\ #!JxJ5\ TGreene and Wuts, "Protective Groups in Orga 
nic Sythesis" John Wiley & Sons 1991) J ^ffiiSc^ife^J^lli&L 

fc 0 'e't^S^fPSJ^^UT^, F!lx.^rsmith and March, "March's Advanc 
ed Organic Chemistry" (II5JK, John Wiley & Sons 2001) J ^3 TRic 
hard C. Larock, Comprehensive Organic Transformations (VCH Publishe 
rs, Inc. 1989)j^fE«(D^^i:«9|lifeb^ 0 

[0124] 
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[0125] [flsl8] 




( 3-2-C ) ( 3_ 2 E ) 



[0126] , X , X , X , X , Y&XTfZfe^ ^(i) iC^^XfeM^tltlb&^hV, Xa 

1 2 3 4 5 1 

. Xa . Xa . Xa , Xa . Y 3S£T$Z Ittfrl^frl, ^(D O^^i^So^X . X . X . X 

23451 1 1234 

5 1 
2 3 4 5 

1-6 

[0127] X@l (T^K^l) 

[0128] -XM2{M"r;vM^M) 
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-&}\\7kftM~t~%jjm (0tlX.fi. Corey, E. J.; Szekely, L; Shiner, C. S. Tetrah 
edron Lett. 3529, 1977) , fc^V^f»(D#?tT^P^K^^i~ ; 5^'^fe(0tlX.^i^ Bry 
an, D. B. ; Hall, R. F. ; Holden, K. G. Fuffman, W. F. ; Gleason, J. G. J. A 
m. Chem. Soc, 1977, 99, 2353) ffi££if bfrl. Z.frlbKtZM^jfm&M'g.TM 

°c—mm$$>&<vnmmmx\ 0*l< «^j8o°c- ioo°c-efe§ 0 

[0129] X@3(T^Hk2) 

£££&#86SNMt: (3-2-D) irSrJK^KiSl^^rS^ir^J;?), T5K (3-2-E) 

[0130] Bfe^n^WbaitebT tt^fcfi^bt^y/K mt^-^^^mf ZZLbifi"? 

N— ^Pn^^tvjj/VTS. i^f^K-N ' -^n tW^-^r i/^/VtfVX 1 ?' l> V (PS-#/V 
#S*Y5K)K 1, 3-^>^n^^i//V^7/V^^5K(DCC), 2-^hdr^-i-^hdr^ 
jjy^/M, 2-^tKn^/y>-(EEDQ), ^n^e-hy^(t 0 ny^y)-^/K^.^^ 

^I^/V^n/Jc^x— MPyBrOP) , l-^/V-3-(3' -v^/KT^y^nfc: 0 
;v) jtsv&i?s(Kt? (edc) , (^/MJT , /-;W;i^r^) by tfaysV-tfc**—? 
^ ^i^/wtf-ntf^r— h(PyBOP)^irSr^(f5itdS-C#S 0 EHfe^TvWb 
^J^b-C^^iJx.fiN-t:Kndrv / -<^y>yTy— /KHOBt) , ^(N-^VW5 
%A<tf—A^M^S— 7Vm^mf^t^X^ 0 i&mkLrXUMX-tfhV^ 
^/VT^>\ N, N-v ? -fy^°nt:VVrc^-/VT5^, 1, tV^n[5. 4. 0]-7- 
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[0131] (jM2+JM3)&—mm-Ttff5T$.wt& 
[oi32] nm (m&m. mmmmm) 

[0133] mm-Kma-a 

[0134] Wkl9] 




[0135] 5£^X , X , X , X , X , Y&XTfiZYZ^ 5£(I) lZ-m^XMm£tL±b&<9X&<Q, Xa 

1 2 3 4 5 1 

,Xa,Xa,Xa,Xa,Y &£XfZ fe^tth^fb, &(X) <D%.^\Z.$3i?£X N X , X % X 

2 3 4 5 1 1 1 2 3 4 

, x , Y&xTfzbm^Mm&^v. &tcte^m&^M$bz>\<vMi%mz£^x, x x 

5 1 

XJJJ, Y$5£XFZK&&&ti5Z>m$:mir 0 

2 3 4 5 

[0136] XMl (TSKfb) 
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[0137] x@2 oftftfiL ^mmmm) 

[oi38] mm±m4 

[0139] W3&:frfe4-T 

[0140] Wk20] 




(4-1-F) 

[0141] ^X , X , X , X , X , Y*3j;tj?Z{i. ^*3V^-CS^^^ci:*5«9-efc«9. Xa 

1 2 3 4 5 1 

% Xa „ Xa , Xa „ Xa N Y $o£XfZ ittfrl^tl, *S(I)<£>j£^fc*5ft5X , X „ X N X 

2 3 4 5 1 1 1 2 3 4 

5 1 

2 3 4 5 

[0142] X@l 
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mmtjwj*. Tkmik-rhyv*, &m4k*vt?^ fornix ^vj*M$<Dimm.m. 

V^MVy°v\i°/VT^\ y^A^IM^vVv^v^K, n-y^/vy^J^ ^hy 

[0143] -XM.Z&TAk) 

[0144] X®3(^hy/V*P^^fl?) 

[0145] X@4 (JttftH. WtBStittfii) 

[0146] 
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[0147] [>ffc21] 




[0148] 5£^X . X . X . X . X . YjSXXfZti, K^^X^m^tlf^t^Xh^), Xa 

1 2 3 4 5 1 

,Xa,Xa,Xa,Xa,Y &£TfZ fe^frl^frl, ^ (I) <Dfefg\Zi33l1r£X , X , X , X 

2 3 4 5 1 1 1 2 3 4 

5 1 

x . x , x , x , Y&£T$zfc : £&:&ti5Z)m&M1r 0 Rtt^/K ^/v^ y°u\i 0 /v^ 

2 3 4 5 

1-6 

[0149] X@l 
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[0150] TM2(^T^M7kftM) 

[0151] X@3(T5Hk) 

[0152] (i^2+xg3) «r— apt-cfi^r^hMkife 

T>*e—T, mffiMT^b4¥7°vh>^&^^7°vh>\±mMtp, 0^-180^© 

[0153] X®4 WtB^ttflO 
[0154] Mb22] 




(4-3-D) 



[0155] „ X , X , X , X „ Yjoil/Zit, iZ.$5\,^Xfe$&£tl1tk$5*)'Vlb*)* Xa 

1 2 3 4 5 1 

,Xa,Xa,Xa,Xa,Y $3£TfiZ Ittfrl^tl, jSC) (DS^CfeftSTO , X N X , 

2 3 4 5 1 1 1 2 3 

x , x , Y^xxiztmcmm^^ ^tc^m^mh^^M^rnKx^x^ x 

4 5 1 

, x x x , x x x , Y&£xfiz\z.g£&&ti5Z>m&mir 0 wteo, o'-it-mtTkm-fr 

2 3 4 5 
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[0156] X@l 

[0157] x@2 o»«, ^mmmm) 

wmjfm-iJinwf&Qm. ^mmmmtmrn^i^mm-r^-trnx^ 
[0158] jfiMi^M 

-So 

[0159] ft**, 2-2. 3-2*5j;lF4-2^^^*Dit?)T5K^Xe-C\ jljU|8|-£L 

TfflV^^/^^T^cDF^LTte, 2, ^^tKn^rv-^/VT^ 2, 3, 4-h 

ibO^-fey^, 3^ei?y^ ^n^, y^ N ^/l^Vll, *DiU?T^^ 

=¥V^if(DT^y^^tf^tL^ 0 T5K^X@^T^/6fe£fflV^J^\ T^/g|(D 

[0160] «X <Dik&m<Dm^mco-M&^f'l>h X 

^<DMJ^x@^^bfc @ ^b^(D^ii-^f*, mm, mm, i^it.^ « 

•So 

[0161] *mm(D4t&®&£Tfi*(DmmmzwmiMzmtt, mD&xxf^aDxmz 
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[0162] *fc^PJ<D^^*5j;W(D|Sm^^l^U#^^«, VKo^S^tt 

bits, ^h&u^-^^fi, mx*tttitb<Dm& 

[0163] *&miz.&zfc&ms7v—fakvxntbtiz>m&. mmt&mmmvx^^xh 
[0164] Tfe/t, i!i«5>fk^»^, ^m\^m<n>^. imm, ^.nmm^mt^xn 

^ffim*fctemmmmzmmM)b\.xmmx&z> 0 ^.ti. ^w^s^^ 
fcii^«Eiwt^L#5ti4, ^iiwis, ^mss, was, If 
mm. ?nm. mm. m&mm. Mvt&ikm. ^sxxr^m<o^^m^<om^<o 

^xxmwmmm(D^mm^inmmMtvxh^xh^ 0 

[oi67] «§k<^ei^&^^ skwmmmm. mm^mm^mmmxn^mmtv 
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tfh &rm). wftm. m^m. mm^m. mm^m. mmmt^m. mm. y 
<D&mmtvx^ Mx-i-zmm, z-?±^m. mum. mm. %m. *&&£x?3¥ 

[0168] _hiB(DM^j», mmm. , sr^au mmm, &mm. mm 

[0169] M*.t£. mnmtl^X^ fV^y, /^W^fV^y, Y^n^l^f^^m(D 
[0170] ^—"r^^MbVX^ mx.lt, xf/vir/vn-^, tKt^v^ntVvir/Vd— .x 

[0171] ffi&mt^Xl^ Mx-tftfV^/^vVh^, ^^nrf-/v^U?tl)fB|^^J^^# 

[0172] mmmtx^x^ mx.&mmmftmbmm<vik&mRxf?u*z/v?tvi—^i-bvv 

A, ^/y^^y^/yy^-^hy^ $gM* 0 ytr^/vt 0 i3yK^j;5^k^fP$ 
[0173] ^mMbVXfe, iil^f/w^-O, ^titVWN7-<^oj;5^y^^^S 

[0174] m^m^JirbT^, $mtmm&m&ti%, itmm. mm*, mnm&mf^ 

[0175] Hfc, mm&m&1rZ>fclsbcDmMbLsXfe, rc^y— /K /K ^pp^/- 

[oi76] ^■mm^mxmutmti.xn, Mx-tf. ^yy/y-<-h8o, ^ry^^y^ 
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[0177] *$m<nmsm&m*. strnmrnmrn. ^nmm^m<Dmm^mv< « 
mmta, mvt, *zm. +B*fw«**t«, ^^m^j^ 

t#:filkg^fc«90*b<«O. 1— lOOOmg, £*b^3;L<te#:Mlkg^fc9l— 30 

10— 800mg<Df5ffl^fc5o *8Pl©i^ — 0 t-o^f*mikg^^f90*L<« 
0. 1 — lOOOmg, ££>^0^L<J3#:filkg^fc!nO— 800mg-efc^ o rjxSrl 0 1 

[0179] [Hll^K^b^l-l-l^eOOmg/kg^^^^b^^tDffi^^^b 
[02]^0^(D^^2-l-1^6OOmg/kg^^^^^-Lfc|^(Dfi«#:M^ 
MM 

[0180] «T,*»wsr^J6^!ii!:«j:»j$e>^b<tftM-r«^, ^mm^tihrnmrnKm. 

[0181] Jfc*5 N NMRflfff WEOLf±MJNM-EX270 (270MHz) &5l Mi^l±MJNM- 
GSX400(400MHz)£fflV>TfT&V\ NMRf-^li, ppm (parts per million) ( 

T 2, — ^ fit , JEOL*±§£lMS-DX303&3 V > fi ID*±§£[MS-SX/SX102A^ffl V ^T 
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#fc 0 ^ttmW^W-^n^h^y^— ^mx.tcMA^^W^— ^f*. Waters|± 
§!|996-600E^iariJ3S^#^i^h^:7-f— (micromasslfcfgiZ 
MD) ^Agilent TechnologiesttMAgilent llOO^gSit^lgffc^t^h^ 
77^-#tv^nv^ (Finnigan^hMNavigator) £rfflV>"r#fc 0 iS55^^^n-v 

[0182] MMM^£H^±£2Z^Z^^1 
: Waters|±M996-600E ; 
#9A:Combi ODS (ODS, 5 n m, 4. 6mml. D. x50mm, ^Jt%&WtTM$±M 
K COSMOSIL(ODS, 5/zm, 4. 6mml. D. x50mm, ^;&9>f^*^|fc8iK fc5 
V^SInertsil C18(ODS, 5 ^ m, 4. 6mml. D. x50mm, G^4^>^±M) ; 

^m^:10%B^^95%B(3. 5ft) , 95%B^^10%B(l^) , 10%Bt?^:^(0. 
5^) (D^5/^y^X^^^)ie^m ; 
«:4. 0mL/^ o 
[0183] ^i^#:^P^h^^^-(D#^2 
: Waters|±M996-600E ; 
#^:Combi ODS (ODS, 5um, 4. 6mml. D. x50mm, ^P3fcM^X|||±M 
), COSMOSIL(ODS, 5^111, 4. 6mml. D. x50mm, l-Jj^T^fftM) . £>5 
VM^Inertsil C18(ODS, 5 m m, 4. 6mml. D. x50mm, GLlM^^ttBD ) ; 

£^rr£Ti?h-hy/V(B) ; 
^m&:30%B^)^35%B(0. 2^) , 35%B^ib98%B(3. 3#) ^ 98%B^^30 

%b aft) x 3o%b-c^ (o. 55» <D^^yy°\74^mmmmm 

m&:4. 0mL/^ o 

[0184] Mi i M&£H^bgzZ^n^ld£3 

: Agilent Technologies|±$^Agilent 1 100 ; 
#9A:Combi ODS (ODS, 5/iin, 4. 6mml. D. x50mm, ^JtffiMtTMftM 
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K COSMOSIL(ODS, 5/iin, 4. 6mml. D. x50mm, ^JJ^T^PttM) . 
V^ilnertsil C18(ODS, 5^m, 4. 6mml. D. x50mm, GLlM^^ltM) ; 

£-^rr5Ti?b^hy/v(B) ; 

^m^:10%B^^95%B(3. 5^) , 95%B-C{££Kl^) , 95%B^fblO%B (0. 

ffim:2. OmL/^ 
[0185] rj^M^P^h^^— (D##4 

^Hl : Agilent Technologies^±§!iAgilent 1 100 ; 

#7-k:Combi ODS(ODS, 5^m, 4. 6mml. D. x50mm, %U%:%&M^M#M 
h COSMOSIL(ODS, 5/zm, 4. 6mml. D. x50mm, ^^M^X^ttB) . 
V^^Inertsil C18(ODS, 5 n m, 4. 6mml. D. x50mm, GL1M^^M±M) ; 

£r^Tr3Ti?h~hy/V(B) ; 

^m^fe:10%B^^30%B(0. 5^) , 30%B^ib98%B(3. 55>h 98%B-e{£#( 
1#) , 98%B^iblO%B (l#) (D^^V-TX^^IB^m ; 

#ftjg:2. 0mL/^ o 

[0186] aMM^g^h£2Z^rz^^5 

: Waters|±®t996-600E ; 
^9^:Combi ODS (ODS, 5/zm, 4. 6mml. D. x50mm, fP^M^XHI±M 
COSMOSIL(ODS, 5/zm, 4. 6mml. D. x50mm, ^Jjy^T^ttM) , 
VM^Inertsil C18(ODS, 5 n m, 4. 6mml. D. x50mm, GLlM^^ttM) ; 

#Krfg:0. 05%hy^/^ti|^^^i-§7K(A)^t^O. 05%hy^/k^-n^ 
£^ri-3T-feh^hy/V(B) ; 
^ffijfe:l%B^95%B(3. 5#) . 95%B/Nbl%B (1^) , lroB-C^^CO. 5# 

) (D^y^^xtmmmmm ; 

^M:4. OmL/^ 

[0187] Waters^±M996-600E^ISr^3S^f*^n-^h^9^— ^•'fiix.fc^^ci^^ ( m i 
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cromasslilZMD) CJ;5{^©iStt&lT©*#-e, JCi^tff tr^fetfMf 
[0188] #^:Combi ODS(ODS, 5fxm, 28mml. D. x50mm, ^P3fe^^XHI±M) 

£-a-irr3Ti?h~hy/v(B) ; 

^tH&:10%BT*i^^(0. 10%Bd^95%B(7. 95%B"C{W(0. 

95%B^10%B(1. S^cD^y^V-fX^^E^tti; 
#ft>g:35mL/^o 

[0189] TfTflR©l*lltt3£l2:»54"r5^^*<fflv^ ^.ite20~25 o C@Stf>f5B£V^ 
[0190] fb^eafWRfciSsvvc ^g[^CfiSia^M^it, SW^SrH 

mmmm-±m^ti 0 &mm<Dmu&£.x$wLMm¥fe. mz.&. [ore 

ene and Wuts, "Protective Groups in Organic Sythesis" John Wil 

ey & Sons 1991)]KWM<D&fe\ttVWfoV1to 
[0191] ^^!l^feV^^^^(Z)T5y^(Z)#^^fli^i-^/cfet^To/cKaiser 
7^*M3M. M. Stewart, J. D. YoungHF, Solid Phase Peptide Synthesis, 
H2JK, |^105H (Pierce Chemical Company, 1984^) <D|E^<D#JlR^^o 

[0192] immmi-i-i] 

[0193] Wb23] 




[0194] XISA 
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5-y^^e-2-^h^-iy^M^m^/^(DmM (CASMc#^- : 7 1 20-4 1-4) 
[0195] Mk24] 




[0196] 5-^n^e-2-tKndr^a#^25g^^^y'>^40g^T-feh^300mL^^^ 
£-frfc 0 ^(D^«^^^v ? ^^/V28mL^Px., Anmal^Tl9B#F^^#b/c 0 S 

^i^cS#®b^/V30g£#fc o 
[0197] 'H-NMR (400MHz, CDC1 ) 8 3. 89(3H, s) , 6. 87(1H, d, J = 8. 8Hz) , 7 

3 

. 55(1H, dd, J = 8. 8Hz, 2. 9Hz), 7. 90(1H, d, J = 2. 9Hz) Q 
[0198] ESI (LC/MS^^^-K) m/z 245, 247(M + H + ) ;{£#B#FeQ 3.18^ 

[0199] XI^B 

5-^u^e-2-?ih^y^M^m(DmM (CAS^®#-^-: 2476-35-9) 
[0200] [^25] 



I 




[0201] X©A-e#^>tLfc5-^ti ; e-2-^h^^ < &#^^-/H4. 7g£^/— /HOOm 
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m mmtzwu m.mkr.y> ±mmr&mu s-^p^m-^he^ 

^rS#gglO. 9g (85%) Sr#fCo 
[0202] 'H-NMR (400MHz, DMSO-d ) 8 3. 81 (3H, s) , 7. 11 (1H, d, J = 9. 0Hz 

6 

), 7. 67(1H, dd, J = 9. OHz, 2. 6Hz), 7. 72(1H, d, J = 2. 6Hz), 12. 94(1 
H, bs) c 

[0203] ESI (LC/MS^^7^-K) m/z 231, 233(M + H + ) ;{£#B#P^ 2. 66# 
[0204] nn.c 
[0205] Mb26] 



[0206] X@B-e#t)ttfc5-^n^-2-^hdri/^S#ii20 g i:N ) N-^^/V^/V^T^K 
0. 34mL^^nn^^380mUd§#?U 0 o C^£PLfc o ^.<DmM^i\^t^ 
DM1. 3mL^bT o^JPx., 0°C-e30^#bfc#^?a-e3I^^Jt#b^ o HJfc 

^^ffiT#*u^i-^rt^J;9#b^c^^@#:^, 4-^nnr-y^n. 1 

g^N, N-^y^ o ae/k^/kT^^45mL^^cici^^^380mLt^^fLfc^lS 
v ? ^nn^^i20mL^fflV^Px./c o ^-C2B#PWlf ML ^C300mL^Px. 

was^^p^^7K*^hy f 7^7K^2oomL-e^#-L, m^mm^-hv^x 

T^K23. 6g(80%)£r#fc o 
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[0207] 'H-NMR (400MHz, CDC1 ) 8 4. 06 (3H, s) , 6. 93 (1H, d, J = 8. 8Hz), 7 

3 

. 33 (2H, d, J = 8. 8Hz), 7. 59 (1H, dd, J = 8. 8Hz, 2. 9Hz), 7. 61 (2H, d, 
J = 8. 8Hz), 8. 39(1H, d, J = 2. 9Hz) , 9. 70(1H, bs) Q 
[0208] ESKLC/MS^v 5 ^^— K)m/z 340, 342 (M + H + ) ;{£}^B#FII 3. 49# 

[0209] X^D 

5-^7/-N- (4-^nn^;n^7V) -2-^ h^-^XT^KoMM 
[0210] Wb27] 



[0211] X@C-e#^tl,fc5-^n^-N-(4-^nn^^^/V)-2-^h=3r^-<^XT5K9. Og 
h*yTy\\^m&l . 8g£rN, N-^^/V^/V^T^KlOOmL^^^L^lo N, N-v 5 ^ 

«EETflfc$CU KJ&^^&T/K^^BtfeUfco ^(O^|R^100 o C-e2B#^^ 
te£i®&<:£<9l&*U B^H^^/v-C^bfCo Z>mRTfmM&&fr J £, TKlOOmL^ 

U 5-^Ty-N-(4-^nd^;n^/k)-2-^h^i/-<^XT5K4. 9g(64%)£#fc 0 
[0212] 'H-NMR (400MHz, CDC1 ) 6 4. 15(3H, s) , 7. 14(1H, d, J = 8. 8Hz) , 7 

3 

. 34 (2H, d, J = 8. 8Hz), 7. 60 (2H, d, J = 8. 8Hz) , 7. 79 (1H, dd, J = 8. 8H 
z, 2. 4Hz), 8. 58 (1H, d, J = 2. 4Hz), 9. 53 (1H, bs) Q 
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[0213] 
[0214] 
[0215] 

[0216] 

[0217] 

[0218] 
[0219] 



ESI (LC/MS^^^-K) m/z 287, 289 (M + H + ) ;{£#B#P^ 3. 54ft 
(gl«^Pvb^-©^l) 0 

3-N- (4-^nn7x^/V) Wy7^7^K (ft-^i 1-1-1) CO MM 

Wb28] 



mu. 4mLtmm^>v^9. 5gfl>bmmLttm&&. ~<^««Tut 0 mmm 

_L3&£T3£#feU 3-N-(4-^nn:7ai^/V)-4-yh^Wy:7^^KlO. 3g(99%) 
'H-NMR (400MHz, DMSO-d ) 5 3. 92(3H, s) , 7. 24(1H, d, J = 8. 8Hz 

6 

), 7. 29 (1H, bs), 7. 40 (2H, d, J = 8. 8Hz) , 7. 76 (2H, d, J = 8. 8Hz) , 7. 9 
7(1H, bs), 8. 03(1H, dd, J = 8. 8Hz, 2. 2Hz) , 8. 12(1H, d, J = 2. 2Hz) , 
10. 31 (1H, s) 0 

ESl(LC/MS#^7 -; e-K)m/z 305, 307(M + H + ) ;{£#B#P^ 2.91ft 

immm 1-1-2] 

3-N- (4-^na7i^) -4-7°n*^^y7^7^K 1-1-2) (DWkit 
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[0220] [>fb29] 




o. 



CI 



o 



[0221] MMffl 1-1-1 X@E-e#fe^3-N-(4-^ni37ai=:/V)^4-^b^Wy7^95 
KWb^^ 1-1-1 )50mg^i^£m^^5mU£^^£-^ |S#L^^^o. 16M£ 
^{J^^^nn^^^l. 0mLSr^a-eMTbfc o — B^Wm, O. 16MH 
||^55*^nn^^^O. 7mL^S?a-elTLt, £<b^30£«m^: o HJ£ 

^^^^/v50mL-e#f^b^, o. lM^ov^-etMfp^TR-e^b, 

S£MJET^L44mg<DMfe@#:£#fc 0 ^<D5^10mg£^#y^9mg£rN, 
N-^^/V^/V^T5RlmU^^£^fc 0 ^(DSSM-S^a^b^ntVVS.u L^JP 

(micromassttMZMD) V >T**£!iU & 
-fe@#:(Z)3-N- (4-^PD7i^;k) -4-7°t2^^y^^^^K6mg (52%) 



[0222] 'H-NMR (400MHz, DMSO-d ) 6 0. 96(3H, t, J = 7. 6Hz), 1. 74-1. 80 

6 

(2H, m), 4. 11(2H, t, J=6. 2Hz), 7. 22(1H, d, J = 8. 8Hz) , 7. 30(1H, b 
s) , 7. 41 (2H, d, J = 8. 8Hz) , 7. 76 (2H, d, J = 8. 8Hz) , 7. 99 (1H, bs) , 8. 
01 (1H, dd, J = 8. 8Hz, 2. 4Hz), 8. 14(1H, d, J = 2. 4Hz) 10. 30(1H, bs) c 
[0223] ESI (LC/MS^^^-K) m/z 333, 335 (M + H + ) ;{£#B#P^ 3.29^- 

[0224] [Mmm 1-1-3] 
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V-3-N- (OnP7x-/V) -4y~7?7^V <A\&Wo 1-1-3) <DW& 

[0225] Mb30] 




[0226] ^IJfe^l-l-2iC|B*©543t^fetl^#©tftf^3-N-(4^ni37ai^/V)^4-^ 
[0227] 1 H-NMR(400MHz, DMSO-d ) 6 4. 74(2H, d, J=4. 8Hz), 5. 25(1H, d 

6 

d,J=10. 8Hz, 1. 2Hz), 5. 41 (1H, dd, J=10. 8Hz, 1. 2Hz), 6. 02-6. 11 
(1H, m), 7. 23(1H, d, J = 8. 8Hz), 7. 32(1H, bs) , 7. 41 (2H, d, J = 8. 8H 
z), 7. 75(2H, d, J = 8. 8Hz) , 7. 99-8. 02(2H, m) , 8. 11 (1H, d, J = 2. OH 
z), 10. 36(1H, bs) 0 

[0228] ESI (LC/MS^^y^-K) m/z 331, 333(M + H + ) ;{£}WPeQ 3. 175> 

[0229] IMMM 1-1-4] 

3-N- (4-7oo7x-/V) -4- ( 2-^^^/V^-^r^) -^yy^5^K (>f 1-1 
-4)cD®5t 
[0230] [>fb31] 




[0231] mmm 1-1-2 icies*© jBBfefrScfc i^#o^-e3-N- (4-^0071^) -4-^ 
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[0232] 'H-NMR(270MHz, DMSO-d ) 8 0. 93 (3H, t, J = 7. 6Hz), 1. 99-2. 09 

6 

(2H, m), 4. 68(2H, d, J = 5. 3Hz), 5. 70(1H, dt, J=15. 5Hz, 5. 3Hz) , 5 
. 93(1H, dt, J=15. 5Hz, 6. 3Hz) , 7. 23(lH, d, J = 8. 9Hz) , 7. 30(lH, bs 
), 7. 42 (2H, d, J = 8. 9Hz) , 7. 75 (2H, d, J = 8. 9Hz) , 7. 98-8. 03 (2H, m 
), 8. 14(1H, d, J = 2. OHz), 10. 34(1H, bs) c 
[0233] ESI (LC/MS^^^-K) m/z 291, 293(M + H + ) ;{£#B#Pb1 3. 70ft 

[0234] IMMM 1-1-5] 

4- -3-N- -4y7^7^ (fc&tfol-l- 

5)(D§£jg 
[0235] [>fb32] 




[0236] Hifef?!j 1-1-2 fc|Bfc<£>$l5t#Ss£ ^#©SMF"C3-N- (4-^nn^^^/V) -4-^ 
[0237] 'H-NMR (270MHz, DMSO-d ) 5 1. 84 (3H, d, J = 2. 3Hz), 4. 94 (2H, d 

6 

, J = 2. 3Hz), 7. 27 (1H, d, J = 8. 9Hz) , 7. 33 (1H, bs) , 7. 41 (2H, d, J=8 
. 9Hz), 7. 75(2H, d, J = 8. 9Hz), 7. 98-8. 11 (2H, m) , 8. 11 (1H, d, J = 2 
. 3Hz), 10. 36 (1H, bs) Q 
[0238] ESI (LC/MS^^^-K)m/z 343, 345(M + H + ) ;{£#B#Fe9 3.32 ft 

[0239] tMMM 1-1-6] 

4-^h^-3-N-(4^nn7^/V)--fy7^9^KWb:^fi» 1-1-6) <DW£ 
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[0240] Mb33] 




[0241] mMffll-l-2fc^M<VM&^fetm^<D%Lft-X*3-N-(4-?uu7^=./\s)-4-?< 
[0242] 1 H-NMR(270MHz, DMSO-d ) 8 0. 89 (3H, t, J = 7. 4Hz), 1. 35-1. 49 

6 

(2H, m), 1. 68-1. 79 (2H, m) , 4. 15 (2H, t, J = 6. 3Hz), 7. 24 (1H, d, J = 
8. 6Hz), 7. 30(1H, bs) , 7. 42(2H, d, J = 8. 9Hz), 7. 75(2H, d, J = 8. 9H 
z), 7. 98(1H, bs), 8. Ol(lH, dd, J = 8. 6Hz, 2. 3Hz) , 8. 14(1H, d, J = 2. 
3Hz), 10. 28 (1H, bs) 0 
[0243] ESI (LC/MS^^^'^-K) m/z 347, 349(M + H + ) ;^^H#P^ 3. 6l5> 

[0244] IMMFl 1-1-7] 

4-(2-^nn3ihdr^)-3-N-(4-^nn^^/v)-^y^^^K({b'a'^)l-l-7) 

[0245] Mk34] 




[0246] |IW!jl-l-2^fE«OM^&i:^l«^m^-e3-N-(4-^nn^^^/V)-4-^ 
[0247] 'H-NMR (270MHz, DMSO-d ) 8 4. 04 (2H, t, J = 5. 1Hz), 4. 47 (2H, t 
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, J = 5. 1Hz), 7. 28(1H, d, J = 8. 9Hz), 7. 34(1H, bs) , 7. 43(2H, d, J = 8 
. 9Hz), 7. 78 (2H, d, J = 8. 9Hz), 8. 02-8. 06 (2H, m) , 8. 25 (1H, d, J = 2 
. OHz), 10. 23 (1H, bs) 0 

ESlCLC/MSatfS^W-:/^— K)m/z 353, 355(M + H + ) ;{££fB#FH 3. 25#( 

[0248] [MWft 1-1-8] 

3-N- (4-^oo7x^v) -4-^^n^°ntV^ Hf-V— Yy7*95K {tt&VQ 1-1- 

[0249] Wb35] 



[0250] ||Jfe0!Il-l-2iC|Bife©543t^fetl^#©tftf^^3-N-(4^ni37a;^/V)^4-^ 
[0251] 'H-NMR(270MHz, DMSO-d ) 6 O. 41 (2H, dd, J = 9. 6Hz, 4. 6Hz) , O. 

6 

54-0. 60(2H, m), 1. 24-1. 40(1H, m) , 4. 05(2H, d, J = 6. 9Hz), 7. 21 ( 
1H, d, J = 8. 9Hz), 7. 30(1H, bs) , 7. 43(2H, d, J = 8. 9Hz) , 7. 78(2H, d 
, J = 8. 9Hz), 8. 00-8. 03 (2H, m) , 8. 23 (1H, d, J = 2. 3Hz) , 10. 35 (1H, 
bs) 0 

[0252] ESI (LC/MS^^^^-K) m/z 345, 347(M + H + ) ;(fc^R#IHI 3.48^ 
[0253] [HJH6091-1-9] 
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[0254] Mfc36] 




[0255] ISA 

) -7i=/Vx7r/V 1-1-9-A) COMM 

[0256] Mb37] 




[0257] W&W 1-1-1 X@E-C#^tLfc3-N- (4-^nn7i^) -4-^b^WV7^7^ 
K2. 56g^^np^^l36mU^gi®£^ }*#£^^fbO. 16MH^bi55^ 

oomL-e#iRU^ o. lM^ov^-e^fp^^:-eft#^b, ^TK^^-hy^A 

-e^Mbf-o mstrhv^^smLrX, ^mmmrmm^t-o mm^umr^m^ 

1L, hy^/v^n^^/M*^ 4-*/W^^;W2-(4-7nn7x=;V*;W^ 
-f/V) -7x^;kxXT^38mg (52%) £#f~ 0 
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[0258] 

[0259] 
[0260] 
[0261] 

[0262] 



[0263] 
[0264] 



1 H-NMR(270MHz, DMSO-d ) 8 7. 46(2H, d, J = 8. 9Hz), 7. 70-7. 75 

6 

(4H, m), 8. 18(1H, dd, J = 8. 6Hz, 2. 3Hz), 8. 25(1H, bs) , 8. 32(1H, d 
, J = 2. 3Hz), 10. 88 (1H, bs) Q 
ESlCLC/MS^i^-r^^E— K)m/z 423, 425(M + H + ) ;^#0#P^ 3. 40# 

N-3-(4-^PP7x^)-4-xfc:;l- >ry7^95K ©IS 
Wb38] 



#?£iirfco ^CD^I^^hy^^/VT^^O. 5ml, 37fti6mg, TMSTtf 1/^134 
mL, R^h7^(hyy^/V^^^)^^7^l7A33mgSrAP^L, 75°CXr30#F^ 

^n^/v= l : 4) "CfiMU N-3- (4-^nn7i=;k) -4-^^^/v-^y^^^^K5 
mg(17%)£#fc 0 

ESI (LC/MSjK^^^-K) m/z 299, 301(M + H + ), 340(M + CHCN 

3 

+h + ) -Mwmm:2. 59^mmm^^b^9^-^m)o 
imtmmi-i-ioi 
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]-mm ^;v^^r;v{i^m 1-1-10) (DMit 
[0265] Mb39] 



[0266] mmm 1-1-2 Kmm^m^&t mm^mt-es-N- (4-hy y^^h^yy 

[0267] 'H-NMR (400MHz, DMSO-d ) 5 1. 22 (3H, t, J = 6. 8Hz) , 4. 23 (2H, q 

6 

, J = 6. 8Hz), 5. 04(2H, s) , 7. 25(1H, d, J = 8. 8Hz) , 7. 36(1H, bs) , 7. 4 
0(2H, d, J = 8. 8Hz), 7. 92 (2H, d, J = 9. 3Hz) , 8. 03 (2H, dd, J = 8. 8Hz, 
2. OHz), 8. 36 (1H, d, J = 2. OHz) , 10. 53 (1H, bs) Q 
[0268] ESKLC/MS^v^^— K)m/z 427 (M + H + ) ;{£#B#Pb1 2. 78ft(MM 

[0269] IMMM 1-2-1] 

3-N-(4-hy^/V^-n^hdr^^/k)-4-^hdrWy^^^5K(^^#) 1-2-1) 

[0270] Mb40] 



o 





[0271] iin.A 
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[0272] Mb41] 




o 



CI 



o 



[0273] 4-^h d r^S#^^/V28. 0mL5d£.TJM.\k*h^y^^2Q. OmL^PP 
7^500mU^|§$?U 0°C^^PLfc o ^(D^i^b^X(IV) 10. OmL^15^ 

$cJETI£*&U 3-^nn^^-/V-4-^h=ar^S#^^/V23. 8g (60%) £r#fc 0 
[0274] 'H-NMR (400MHz, CDC1 ) 6 1. 39 (3H, t, J = 7. 0Hz) , 3. 95 (3H, s) , 4 

3 

. 36 (2H, q, J=7. 0Hz) , 4. 66 (2H, s) , 6. 92 (1H, d, J = 8. 3Hz) , 8. 03(1 

H, dd, J = 8. 3Hz, 2. 1Hz) , 8. 05 (1H, d, J = 2. lHz) Q 
[0275] ESI (LC/MSJK^^-K) m/z 229, 231 (M + H + ) ;{£#B#P^ 2. 855> 

m MW^^n^Y^yy^— <D#fc#2) 0 
[0276] XISB 

5-^h^^/V#^7V-2-^h^iX^^^ ? 7V^dfi^^^l/^h75:— VJ* ?vxW(D 

mm 

[0277] [>fb42] 



[0278] X@A-e#^tL^l^nti^/V-4-^hdf^m#^^V8. 2gfc^3MM^l>l<' 




CI 



o 
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[0279] ESKLC/MS^v 5 ^^— K)m/z 333 (M + -C1) ;{£&B#FH 1. 
[0280] X^C 

3-*/^/V-4-^hdf-^S#^^/KZ)MM(CAS^^#^-: 122136-03-2) 
[0281] Mb43] 




[0282] X@B^#^^c5-^h^i/^/V^^/V-2-^h^^^^v ? /^dr^^-l/^h7 
?nWl2. 0g^50%^7k^24mL^^flfLl00 o C-e4. 5R#^if#b 
ft 0 SJS«^40°C^^m, 7K48mL^Px., ^&^670#r H 1Jl#Uc o #fffi^ 
«^>SIJ, 51^kXy^_hMiET^ffiT^;Mb3-^7V5/V-4-^h^V 
^S#^^/V3. 5g(52%)£#fc 0 

[0283] 'H-NMR (400MHz, CDC1 ) 8 1. 40 (3H, t, J = 7. 1Hz) , 4. 01 (3H, s) , 4 

3 

. 37(2H, q,J = 7. 1Hz) , 7. 05(1H, d, J = 8. 8Hz), 8. 26(1H, dd, J = 8. 8H 
z, 2. 1Hz), 8. 51 (1H, d, J = 2. 1Hz), 10. 46 (1H, s)„ 
[0284] ESKLC/MS^v 5 ^^— K)m/z 209 (M + H + ) ;{&#H#FH 3. 08#(Sj3S 

[0285] TMr> 
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[0286] Mb44] 




o 



[0287] X@C'C#^tL/c3-^/V5:/V-4-^h d r^^.&#^^^/V5. 0gioXXf2-^/P- 
2-^^20mLi:y^^^K^^hy^^2. 9g£, 7K20mLi:t-^/VT/V=3— /V5 
OmLc^Ml^fc^U 0°C^£PUc o i(Z)^^M^*^hy^^7. 4g£r 

-cifci^u ^«gg^hy^^MU-- 0 ^TR^gg^-hy^^^M, mm^^ 

[0288] 1 H-NMR(400MHz, CDC1 ) 8 1. 40 (3H, t, J = 7. 0Hz) , 4. 15 (3H, s) , 4 

3 

. 39(2H, q, J = 7. 0Hz) , 7. 12(1H, d, J = 8. 8Hz), 8. 27(1H, dd, J = 8. 8H 
z, 2. OHz), 8. 84(1H, d, J = 2. 0Hz) o 
[0289] ESI (LC/MSJK^T^y^-K) m/z 225 (M + H + ) 2. 54^(tft3t 

[0290] X^SE 

N- (4-hy^/V^-n^h :3 ri/^m^/V) -A-^Y^y^yy^^yW^^^^M^ 
[0291] Mb45] 



[0292] X@D-e#^tLfc4-^h^rWy^^/^ 1-xf ;H50mgiN, N-v^/^/V 
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9mg(92%)^#fc 0 

[0293] 'H-NMR (400MHz, CDC1 ) 6 1. 41 (3H, t, J = 7. 2Hz), 4. 14 (3H, s) , 4 

3 

. 39(2H, q,J = 7. 2Hz) , 7. 10(1H, d, J = 8. 8Hz) , 7. 23(2H, d, J = 8. 8Hz 
), 7. 71 (2H, d, J = 8. 8Hz), 8. 22(1H, dd, J = 8. 8Hz, 2. 3Hz), 8. 94(1H 
, d, J = 2. 3Hz), 9. 66 (1H, bs) Q 
[0294] ESKLC/MS^v^^— K)m/z 384 (M + H + ) ;##B#^ 3. 42ft(MM 

[0295] XISF 

n- (4-hyy/v^-ny hdrv^^^/k) -4-y h^e wyy^^y^f^M 

[0296] [^46] 



[0297] xSE-e#^tvfcN- (4-hyy/v^-ny hdrv/^cn^/k) -4-y h=¥ wyy ?9^>m 

^/V51mg£ry^/— /V2mU^|g$?U 20%^K^^y«>^^^0. 8mL^Px. 
fCo ^(7)mm^80 o C^30^mW\^fc^ mma$M\sfc 0 lMiM3mL£;^pH 
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[0298] 

[0299] 
[0300] 

[0301] 
[0302] 



[0303] 



\**>%m. wm^A'-z&imjZo mm^^m^rm 

*U N-(4-hU^/V^-ti^h^-^a:^/k)-4-^h^Wy7^75>^48mg (100 
%)£#fc 0 

'H-NMR (400MHz, DMSO-d)3. 95 (3H, s) , 7. 29 (1H, d, J = 8. 8Hz), 

6 

7. 36(2H, d, J = 8. 8Hz) , 7. 84(2H, d, J = 8. 8Hz) , 8. 07(1H, dd, J = 8. 8 
Hz, 2. 3Hz), 8. 12(1H, d, J = 2. 3Hz), 10. 38(1H, s) , 12. 91(1H, s) 0 
ESKLC/MS^v^^^— K)m/z 356(M + H + ) ;{£#B#Pb1 3. 36ft(MM 

3-N-(4-hyy/V^-n^hdr^^/k)-4-^hdrWy^^7^K(^^ 1-2-1) 
Mb47] 



48mg, ifrfbT^^—^llmg, ^/MJTV- /I— 1-^— /H7kfP*f£>25mg, & 
TJ* (3-vW/VT5/:7 0 Pfc7V) ^^/V^7k#v?^5K^^^3 lmg^N, N-vW/V 
tfvVAT5:K2mU;i^fi?U N, N-v^fy^ntW^/VT^^O m L^Bx./c q ^(D 

•^K/97>r— &V2rf?/i'5&, T^y^t2tVH*fP^y^^Vv2g) (ci^^PP^y 
&uwy— /KDioo^f i^^»w^SEjK^LTfflv^5stu 3-N-(4-hyy/v^- 

nyhdr^m^/V)-4-yhdrWyy^75K45mg (96%) £#fc G 
'H-NMR (400MHz, DMSO-d ) 8 3. 92(3H, s) , 7. 24 (1H, d, J = 8. 8Hz 

6 

), 7. 31 (1H, bs), 7. 37(2H, d, J = 9. OHz) , 7. 85(2H, d, J = 9. 0Hz), 7. 9 
9(1H, bs), 8. 04 (1H, dd, J = 8. 8Hz, 2. OHz), 8. 12(1H, d, J = 2. OHz), 
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10. 39(1H, s) 0 

[0304] ESI (LC/MS*°^7^-K) m/z 355 (M + H + ) ;ffi:#B#^ 3. 07^(r^31 

[0305] IMMM 1-2-2] 

3-N- (4-tert-^^-/V7^^/V) -n4-^Wy7^K Ut^^O 1-2-2) COM3s 
[0306] [>fb48] 



[0307] F, feit/G^fEife^^-^^b^c^v^-^ntiT^y^ft 

[0308] ESI (LC/MSjK^^^-K) m/z 327 (M + H + ) ;{£#H#Pb1 3. 25#(ift3g 

[0309] IMMM 1-2-3] 

3-N-(4-^nn7xx;V)-l-N-i/^o^yf;V-4-yb^rWy7^75K(ft^ 
1-2-3) <DM& 
[0310] Mb49] 





[0311] X^A 



N- (4-^nn^oi^/V) -4-^h^Wy7^7^ixf;KDil 
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[0312] [>fb50] 




O 



CI 



o 



[0313] MMM 1-2-1 X@D-e#^tLf'4-^hdrWy^^/^ 1-xf /HOOmgiN, N 

(DZy^nn^>\zMM^ 4-^nnT~y^63mg£N, N-^yynt°;Vxf-;v75 
^234/zL^v ? ^nn^^2mL^^bfc^^P^.fc 0 ^&^3B#P H 14f W 

uu^^mmrm^u rnhfitzmmm^y^n^Y^yy^— (^y^vvsg) 
ic^^vu^^Rxin^^^iMiWi^m^m^mtL-xm^^mm:^. n-( 

4-^nn7i ^)-4-^hdrWy7^7^yixf;H34mg (94%) £r#fc D 
[0314] 'H-NMR (270MHz, DMSO-d ) 8 1. 32 (3H, t, J = 7. 3Hz), 3. 96 (3H, s 

6 

), 4. 31 (2H, q, J = 7. 3Hz), 7. 31 (1H, d, J = 8. 9Hz) , 7. 40(2H, d, J = 8. 
8Hz), 7. 77 (2H, d, J = 8. 8Hz) , 8. 09 (1H, dd, J = 8. 9Hz, 2. 3Hz) , 8. 15 
(1H, d, J = 2. 3Hz), 10. 3(1H, s) Q 
[0315] ESI (LC/MS^T^7^-K) m/z 334, 336(M + H + ) ;{£#B#P^ 3.28^- 

[0316] X^B 

N- (4-^nn7i^/V) -4-yh^Wy7^;^©||§ 



WO 2005/063689 



69 



PCT/JP2004/019574 



[0317] [>ffc51] 



CI 




OH 



[0318] X@A-C#e>tb^iN-(4-^nn73ic=i/V)-4-^h^Wy7^75^Sfe^^/Vll. 8 

80t^30#W8l#Ufc&, ^ifi^SPUt, lM^|t£fflV^pH^3^MMUc: 

PP7x-;V) -4->b^Wy7^10. 7g (99%) ^#7c Q 
[0319] 1 H-NMR(270MHz, DMSO-d ) S 3. 95(3H, s) , 7. 28(1H, d, J = 8. 6Hz 

6 

), 7. 40(2H, d, J = 8. 9Hz), 7. 76(2H, d, J = 8. 9Hz), 8. 07(1H, dd, J = 8 
. 6Hz, 2. 3Hz), 8. 12(1H, d, J = 2. 3Hz) , 10. 3(lH, s) , 12. 9(lH, s) c 
[0320] ESKLC/MSJf?^^^^— K)m/z 306, 308(M + H + ) ;^#0#P^ 2. 285> 

[0321] XjC 

3-N-(4-^Pti7x^)-l-N-^P^yf;V-4-yh^Wy7^75K(ft^ 

ii-2-3)©ii 

[0322] Mb52] 



[0323] X|iB-e#^tvfcN-(4-ynn^^/k)-4-yhdrWy^y/Hil40mg^N, N- 
i?yf ;V*;W^K20 ^ Lt^7Pny^y4mLl^j|L, 0°C«i;PUCo 
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[0324] 1 H-NMR(270MHz, CDC1 ) 6 1. 40-1. 60 (2H, m), 1. 60-1. 85 (4H, m 

3 

), 2. 00-2. 20 (2H, m), 4. 13 (3H, s) , 4. 41 (1H, dd, J=14Hz, 2. 9Hz), 
6. 24(1H, bd, J = 6. 9Hz), 7. 13(1H, d, J = 8. 9Hz), 7. 34(2H, d, J = 8. 9 
Hz), 7. 63(2H, d, J = 8. 9Hz), 8. 17(lH, dd, J = 8. 9Hz, 2. 6Hz) , 8. 50( 
1H, d, J = 2. 6Hz), 9. 77(1H, bs) c 

[0325] ESI(LC/MS^7V:/^e— R)m/z 373, 375(M + H + ) ;^:#0#^ 3. 24# 
(0i mm^^h^V^H— <D^#3) o 

[0326] IMMW 1-2-4] 

N-3-(4-^nn7x^)-4-^h^^-N-l-^f;Wy7^7^K(j^t)l-2- 
4)(DMit 

[0327] Mb53] 




[0328] H»[J 1-2-1 IgG KmM&m&jj fei fSlil^mf^-eN- (4-^nn7x^) - 

4-^^=3rWy^^/^^i:^^•/^T5^^^fflv^T^Lrco 

[0329] 'H-NMR (270MHz, CDC1 ) 6 3. 01 (3H, d, J = 5. 0Hz) , 4. 12 (3H, s) , 6 

3 

. 38 (1H, bs), 7. 12 (1H, d, J = 8. 6Hz) , 7. 33 (2H, d, J = 8. 9Hz) , 7. 62(2 
H, d, J = 8. 9Hz), 8. 15 (1H, dd, J = 8. 6Hz, 2. 7Hz) , 8. 53 (1H, d, J = 2 
. 7Hz), 9. 75 (1H, bs) 0 
[0330] ESiac/MS^v^:/^— R)319, 32l(M + H + ) ;^#U#^ 2. 66ft(m& 
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[0331] XMWfi\ 1-2-5] 

N-3- (4-^1313^^ -/V) -4-^f.dr->- N -i-^^-/V-^y^^^5K (^-^ 1-2- 
5)£>§^ 
[0332] Mb54] 




[0333] II^^U^-axmc^fEftoM^&^^l^^^-eN-C^^nny^^/V)- 
[0334] 'H-NMR (270MHz, CDC1 ) 6 1. 26 (3H, t, J = 4. 5Hz), 3. 51 (2H, dd, J 

3 

= 7. 3Hz, 4. 5Hz), 4. 13(3H, s) , 6. 29(lH, bs) , 7. 13(1H, d, J = 8. 6Hz 
), 7. 34(2H, d, J = 9. 0Hz) , 7. 63(2H, d, J = 9. 0Hz) , 8. 17(1H, dd, J = 8 
. 6Hz, 2. 5Hz), 8. 53(1H, d, J = 2. 5Hz) , 9. 77(1H, bs) Q 
[0335] ESI (LC/MS^^y^-K) m/z 333, 335(M + H + ) ;{£^H#PeQ 2. 665> 

[0336] [Hife^il 1-2-6] 

N-3- -N-l-v-^nr/n t°/v-4-*h%- -y-^yy^^Y 

m 1-2-6) <DWk 
[0337] Mb55] 



I 




[0338] 1-2-3 X@C ^fB*0$^5t^&^ ^#^^-CN- (4-^n n7x^;P) - 

4-^^drWy^^/^^^^^^y 0 ^tVVT^^^fflV^T'^^L/c 0 
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[0339] ESI (LC/MS^T^^-K) m/z 345, 347 (M + H + ) ;{£#B#P^ 2. 85ft 

[0340] immmi-2-7] 

N-3- (Ona7i^) -4-^h^^-N-l- ( l-^Y^^;V-^xi\i;V) -4V 

y^y^at^m 1-2-7) (D§5Bt 

[0341] Wb56] 




[0342] MMM 1-2-3 X@C ^fEit<£>®l3&^£ ^(D^-CN- (4-^dp7x^) - 

4-^^drwy^^/^^^2-T^y-l-^^^iy^^^fflv^T^Lfc 0 

[0343] ESI (LC/MStK^7^-K) m/z 391, 393(M + H + ) ;{£#H#Pe51 3. 03# 

[0344] 1-2-8] 

N-3- (4-^nn^ai^/V) -N-l- (2-v'T/^^/V) -4-yh^v--^ yy^^K ( 
H»?!J 1-2-8) <DMit 
[0345] Mb57] 




[0346] HJfe^iJ 1-2-3 IgC tCf E«c(OM5t^fe^ ^#(7)m^-eN- (4~y n o:^ - /k) - 

4-^h^rWyy^/k|ii:2-T5/7Vt:°^hy/V^V>-C^b7^o 
[0347] 'H-NMR (270MHz, CDC1 ) 5 2. 76(2H, t, J = 6. 2Hz) , 3. 72(2H, dd, J 

3 

= 12. 5Hz, 6. 2Hz), 4. 13(3H, s), 7. 05(1H, bs), 7. 13(1H, d, J = 8. 9H 
z), 7. 33(2H, d, J = 8. 9Hz), 7. 60(2H, d, J = 8. 9Hz), 8. 13(1H, dd, J = 
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8. 9Hz, 2. 3Hz), 8. 61 (1H, d, J = 2. 3Hz) , 9. 71 (1H, bs) Q 
[0348] ESI (LC/MS*^T-f y'^-K) m/z 358, 360(M + H + ) ;<*#B#^ 2. 58ft 

[0349] 1-2-9] 

N-3- (4-^nn7x^) -N-l--f yy°n fc°/V-4-^h^riX--f y^^^^K Wb-^ 
1-2-9) ©ft 
[0350] Wb58] 



[035 1] MMM 1-2-3 X@C ^fE<c»M3t^m^ ^^^^-CN- (4~y n d^^/V) - 
[0352] 'H-NMR (270MHz, CDC1 ) 5 1. 27(6H, d, J = 6. 6Hz) , 3. 66(1H, brs) , 

3 

4. 13 (3H, s), 4. 20-4. 40(1H, m) , 6. 16 (1H, brs), 7. 13 (1H, d, J = 8. 9 
Hz), 7. 34(2H, d, J = 8. 9Hz), 7. 63(2H, d, J = 8. 9Hz) , 8. 17(1H, dd, J 
= 8. 9Hz, 2. 3Hz), 8. 51(1H, d, J = 2. 3Hz) , 9. 77(1H, bs) c 
[0353] ESI (LC/MSJK^^-K) m/z 401, 403(M + H + ) ;{£#B#P^ 3. 575> 

[0354] IMMM 1-2-10] 

n-3- (4-y pp7 ^/v) -4-y h^-N-i- (3-y^/v-y^/v) -^ryy ( 

fb-a^fc 1-2-1 0)<£»£ 
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[0355] Mb59] 




[0356] mmm 1-2-3 x@c icmm^m^&tmm^m^N- (4-y n p7x^;p) - 

[0357] 1 H-NMR(270MHz, CDC1 ) 6 0. 95 (6H, d, J = 6. 3Hz), 1. 51 (2H, dd, J 

3 

= 14. 9Hz, 7. OHz), 1. 64-1. 77(1H, m) , 3. 47(2H, dd, J=14. 9Hz, 5. 
9Hz), 4. 11(3H, s), 6. 30(1H, bs) , 7. 11(1H, d, J = 8. 6Hz), 7. 33(2H, 
d, J = 8. 9Hz), 7. 62 (2H, d, J = 8. 9Hz) , 8. 15 (1H, dd, J = 8. 6Hz, 2. 7Hz 
), 8. 51(1H, d, J = 2. 7Hz), 9. 76(1H, bs) c 
[0358] ESI (LC/MStK^7^-K) m/z 375, 377(M + H + ) ;{£#H#Pe5] 3. 38# 

[0359] imMW 1-2-11] 

N-l-^>-v ? /V-N-3-(4-^nn^;n^/V)-4-^h d rv / --ry^^75KWb'^^l- 

2-iD (dm& 

[0360] Mb60] 



I 




[0361] |IMf?!jl-2-3X@C^fE<!c»Mit^fe^^#»m^-eN-(4-ynn^^/k)- 
4-^^drWyy^/^^i"<^> ? /^T$^^fflv^-c^bfc 0 

[0362] 'H-NMR (270MHz, CDC1 ) 6 4. 12 (3H, s) , 4. 64 (2H, d, J = 5. 6Hz) , 6 

3 

. 63(1H, bs), 7. 13(1H, d, J = 2. 3Hz) , 7. 30-7. 35(7H, m) , 7. 60(2H, 
d, J = 8. 9Hz), 8. 19 (1H, dd, J = 8. 6Hz, 2. 3Hz), 8. 55 (1H, d, J = 2. 3Hz 
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), 9. 73(1H, bs) c 

[0363] ESI (LC/MS*°^7^-K) m/z 395, 397(M + H + ) ;<*#B#^ 3.26ft 

[0364] [H»!ll-2-12] 

N-3- (4-^nn7i^/V) -N-l- [ 2- ( 1 H-^f^y — M 4 

^h^v-^y^^^K ut&m-2-i2) <D$m 

[0365] Wk61] 



[0366] 2£Jfe0« 1-2-3 IgC ^fE«c<Z)M3t^Sx^ lnl«©tftf^CN- (Oon7x^/k) - 
[0367] 'H-NMR (270MHz, CDC1 ) 8 2. 89 (2H, t, J = 6. 2Hz) , 3. 70(2H, dd, J 

3 

= 12. 2Hz, 6. 2Hz), 4. 08 (3H, s) , 6. 83 (1H, bs), 7. 06 (1H, d, J = 8. 6H 
z), 7. 30 (2H, d, J = 8. 9Hz) , 7. 55-7. 61 (4H, m) , 8. 07 (1H, dd, J = 8. 6 
Hz, 2. 6Hz), 8. 57(1H, d, J = 2. 6Hz) , 9. 71 (1H, bs) G 
[0368] ESlCLC/MS^v^y^^^m/z 399, 401 (M + H + ) 2. 14# 

[0369] [Hifef?!ll-2-13] 

N-3- (Ona7i^) -4-yh^-N-l- (2-^h^riX-m^-/V) -^fy^^K 

(ffra4&i-2-i3)©$«& 
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[0370] Mfc62] 




[0371] mmm i-2-3x@c ^lEgc^it^t mm^m^N- (onnyj^^) - 

[0372] 'H-NMR (270MHz, CDC1 ) 6 3. 39 (3H, s) , 3. 56 (2H, dd, J = 9. 3Hz, 4 

3 

. 5Hz), 3. 66 (2H, dd, J = 9. 3Hz, 4. 5Hz) , 4. 13 (3H, s) , 6. 65 (1H, bs) , 
7. 13(1H, d, J = 8. 8Hz), 7. 34(2H, d, J = 8. 9Hz), 7. 63(2H, d, J = 8. 9H 
z), 8. 16(1H, dd, J = 8. 6Hz, 2. 4Hz) , 8. 58 (1H, d, J = 2. 3Hz) , 9. 74(1 
H, bs) Q 

[0373] ESI (LC/MS*°^7^-K) m/z 363, 365(M + H + ) ;ifc#R#RI 2.57ft 

[0374] IMMM 1-2-14] 

N-l- (2-^nnxf;p) -N-3- (Onn7 -4-^3^-^ V 7 9 3 7^ (it 

^1-2-14) (omt 

[0375] Mb63] 



I 




[0376] 1-2-3 X@C ^fBlgc(D§^?J i&£ ^©SMts-CN- (4-^Dn7x^) - 

4-^^drWyy^/^^i2-^CIn-3l^/^T5>'^fflV^-C'^^b7 v c 0 
[0377] 'H-NMR (270MHz, CDC1 ) 8 3. 70-3. 76 (2H, m) , 3. 77-3. 86 (2H, m 

3 

), 4. 13 (3H, s), 7. 12-7. 15 (1H, m) , 7. 34 (2H, d, J = 8. 9Hz) , 7. 63(2 
H, d, J=8. 9Hz), 8. 14(1H, dd, J = 8. 6Hz, 2. 6Hz) , 8. 60(1H, d, J = 2. 6 
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Hz), 9. 73 (1H, bs) c 

[0378] ESI (LC/MS*°^7^-K) m/z 367, 369(M + H + ) ;<*#B#^ 3.01^ 

[0379] [H»!ll-2-15] 

N-3- (4-^nn7i^/V) (^h^tKny ^-2-^Vvy^VV) - 

-f y y *5^K (ib^ 1-2-1 5) tf>®i5£ 

[0380] Wb64] 



[0381] |||fef?!jl-2-3X@C^fE<c»M3t^m^^«»^-eN-(4-ynti^^/V)- 

4-y^^-wy^y/^^^^h^tKl3^/^^>J/^T5^^fflv^T'^^L7^ 0 

[0382] ESKLC/MS^^y^— K)m/z 389, 391 (M + H + ) ;^#0#P^ 2. 84# 

(ft ^M#:y n^hy y-JA—CDM^) o 
[0383] [H»!ll-2-16] 

N-3- (4-ynn^oi^/V) -N-l-^yn^^vyvy^/V-4-yb^-^y:7^^K 

Wb^l-2-16)(DM^ 
[0384] Mb65] 



[0385] mmm 1-2-3 x@c zm^m^ &t mmcom^N- (4-y n n^^^/v) - 
4-^^^wy^y/^liiT57y^/^^/ycI^df-i^^^v^-c^b/^ 0 

[0386] 'H-NMR (270MHz, CDC1 ) 6 0. 90-1. 10 (1H, m), 1. 15-1. 35 (2H, m 

3 

), 1. 50-1. 88 (8H, m), 3. 30 (2H, t, J = 6. 3Hz) , 4. 13 (3H, s) , 6. 34 (1H 
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, bs), 7. 13 (2H, d, J = 8. 9Hz), 7. 34 (2H, d, J = 8. 9Hz), 7. 63 (2H, d, J 
= 8. 9Hz), 8. 17(1H, dd, J = 8. 9Hz, 2. 6Hz), 8. 53(lH, d, J = 2. 6Hz), 9 
. 77(1H, bs) Q 

[0387] ESlCLC/MS^i^-r^^E— K)m/z 347, 349 (M + H + ) ;{£}^B#FII 3. Ol5> 

[0388] [HJte^ll-2-17] 

N-3- (4-^no7x^) -N-l-^7^-2-^7^^/V-4-^h^r^-^y7^7^ K 

ab-a^»i-2-i7)©ssi3g 

[0389] Wb66] 



I 




[0390] Hife^!jl-2-3XmC^fE*(D$i^&irRl#(Dm^-eN-(4-^C2ti^^/V)- 

4-^h^rWy7^/^i!^/V^y/VT5:^MV^^^Lfc 0 
[0391] 'H-NMR (270MHz, CDC1 ) 6 4. 13 (3H, s) , 4. 64 (2H, d, J = 5. 3Hz) , 6 

3 

. 20-6. 33 (1H, m), 6. 38 (1H, dd, J = 3. OHz, 2. OHz), 6. 60 (1H, bs) , 7 
. 13 (1H, d, J = 8. 9Hz), 7. 33 (2H, d, J = 8. 9Hz), 7. 38 (1H, dd, J=l. 8H 
z, O. 8Hz), 7. 61 (2H, d, J = 8. 9Hz) , 8. 18 (1H, dd, J = 8. 9Hz, 2. 4Hz) , 
8. 55(1H, d, J = 2. 4Hz), 9. 74(1H, bs) c 
[0392] ESKLC/MSJf?^^^*— K)m/z 385, 387(M + H + ) ;^#B#P^ 3. 08# 

[0393] mmmi-2-18] 

N-3-(4-^nn^^^/V)-N-l-[2-(2-tKndr^^hdf-^)-m^/V]-4-yhdr 
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[0394] [>fb67] 




OH 



CI 



[0395] mMMi-2-3i:mcKmM<Dm^febmm<Dm¥^N-(4-?vv7^/u)- 

[0396] ESI (LC/MS^^^'^-K) m/z 393, 395(M + H + ) ;^^H#P^ 2. 44# 

[0397] [^§ife#!ll-2-19] 

N-3- (4-^nD7i-/V) -N-l- (2-vW/VT^/^/V) -4-yh3r v--^^ 
5^K (>f 1-2-1 9) (DWt 
[0398] Mk68] 



[0399] mmmi^-^iincKmm^n^mtmm^m^^-iA-^tiny^/v)- 



[0400] 'H-NMR (270MHz, CDC1 ) 8 2. 51 (2H, t, J = 5. 5Hz), 3. 53 (2H, dd, J 

3 

= 11. 2Hz, 5. 5Hz), 4. 12(3H, s) , 6. 89(1H, bs), 7. 12(1H, d, J = 8. 6H 
z), 7. 33 (2H, d, J = 8. 9Hz), 7. 63 (2H, d, J = 8. 9Hz) , 8. 15 (1H, dd, J = 
8. 6Hz, 2. 3Hz), 8. 58(1H, d, J = 2. 3Hz), 9. 74(1H, bs) c 
[0401] ESKLC/MS^v^:/^— R)m/z 376, 378(M+H + ) ;^#B#P^ 2. 63# 

[0402] IMMM 1-2-20] 

4-^hn-3-N-(4-^nn^ 3 i^/V)-^y^^7^K(^'^^ 1-2-20) (DMit 
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[0403] Mfc69] 




[0404] XHA 
[0405] [>fb70] 




[0406] 5-(^h= 3 rv / ^7/V^—/V)-2-^hn^&#^(CAS^^#^:76143-33-4)l. 5 
Og^N, N-v^/V^/VAT^KO. 05mL^^nn^:xl50mU^§#?U 0°C^ 

hP/fy7«ySMf/n. 82 g (8i%)£r#fc 0 

[0407] 'H-NMR (270MHz, CDC1 ) 8 4. 00(3H, s) , 7. 36(2H, d, J = 8. 9Hz) , 7 

3 

. 55(2H, d, J = 8. 9Hz), 7. 66(1H, bs) , 8. 14(1H, d, J = 8. 6Hz) , 8. 25- 
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8. 29 (2H, m) 0 
[0408] El(^^-K)m/z 334(M + )o 
[0409] IlgB 

[0410] Wb71] 



[0411] X@A-e#^tL/cN-(4-^nny^^/V)-4-^hn^y^^^^^^-7V220mg^ 

^e>80°c-e36B#r^ipi^bfc o R^m^m^rmm'r^tKx^htifc^m^y 

n-3-N- (4-^nn7x^;V) — (V7 ^5K48mg (23%) ^#fc 0 
[0412] 'H-NMR (270MHz, DMSO-d ) 8 7. 45(2H, d, J = 8. 9Hz), 7. 72(2H, d 

6 

, J = 8. 9Hz), 7. 83(1H, bs) , 8. 16-8. 26(3H, m) , 8. 39(1H, bs) , 11. 00 
(1H, bs) 0 

[0413] ESI(LC/MS^7^:/^— K)m/z 320, 322(M + H + ) ;{£#B#P^ 3.00 ft 

[0414] [Hife^rl 1-2-21] 

4-T5/-3-N-(4-ynny^/k)-^yy^^5K Oft^#/ 1-2-21) (DWk^ 
[0415] Wb72] 



[0416] ^Si^!Jl-2-20-e#^tl,fc4-^hn-3-N-(4-ynn^^/V)-/ry^^75K46 
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yy^K41mg (99%) £#fc 0 
[0417] 'H-NMR (270MHz, DMSO-d ) 8 6. 73-6. 76 (3H, m) , 7. 07 (1H, bs) , 

6 

7. 41 (2H, d, J = 8. 9Hz), 7. 64 (1H, bs) , 7. 51-7. 76 (3H, m) , 8. 17 (1H 
, d, J = 2. OHz), 10. 24 (1H, bs) c 
[0418] ESI (LC/MS^v^:/^e— K)m/z 290, 292(M + H + ) ;{£#B#P^ 2.78ft 

[0419] [Hifef^l 1-2-22] 

4-^nn-3-N-(4-^m3^m^/V)--fy^^75K (^-^^1-2-22) <£>Mjt 
[0420] Mb73] 



[0421] |ISif?!jl-2-21-e#^^c4-T5y-3-N-(4-^nn^^^/V)-^y^^75K25 
mg^Tb7tKo77y2mL, B£Hl. 5mL, WM^O. 5mL(D?M^§l^-2§fi?£-fr , 
r(D^^Mm^hy^^l2mg^Px.fc 0 SJ&*&£r^&^30#«#Wtm, ifrffc 
^-^lOOmg^Px., $^>^70 o C-ei5B#^«#b^ o i&m^*3^hy<7^*^ 

iR20mL^px., g^^^-/v50mL-e2[Hittmb/c o ^mm^h^tc^, 
Tkmwtf-hvv&tezsm, mm^/^ffifrisfro zmx.Tfim&&ht>*t. mm^ 

^VV^MffiT^icU #^^ca©^^WatersttM996-600E^)IB^3S^#:yn 
■7h^77^^fx:fcW^n-7^ (micromass|±MZMD) ^m^^XWMU Uhfl 
±mtfctes ^iETf^U 4-ytici-3-N-(4-ynny ; n^/V)--fyyy^^Kllmg 
(41%)£#fc 0 
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[0422] 'H-NMR(270MHz, CD OD) 8 7. 37(2H, d, J = 8. 9Hz), 7. 63(1H, d, J 

3 

= 8. 2Hz), 7. 69 (2H, d, J = 8. 9Hz), 7. 97 (1H, dd, J = 8. 2Hz, 2. 3Hz), 8 
. 07(1H, d, J = 2. 3Hz) 0 
[0423] ESKLC/MS^v 5 ^^— K)309, 311(M + H + ) ;^#B#^ 3. 04ft(mM 

[0424] IMMffl 1-2-23] 

4-7 , n^-3-N-(4-^D07x^/V)-^y7^7$K(j^ 1-2-23) 
[0425] Mb74] 



[0426] MMM 1-1-22 ^fE^^M3t^"fe^^l#^^^"e4-T^y-3-N-(4-^nn^^ 
[0427] 'H-NMR (270MHz, CD OD) 8 7. 37(2H, d, J = 8. 8Hz) , 7. 68 (2H, d, J 

3 

= 8. 8Hz), 7. 80(1H, d, J = 8. 2Hz) , 7. 88(1H, d, J = 8. 2Hz) , 8. 02(1H 
, bs) 0 

[0428] ESI (LC/MSJK^7^-K) m/z 353, 355(M + H + ) ;{£#B#P^ 3.00 ft 

[0429] 1-2-24] 

N 3 -(4-^n^e-2-^m3-ycn^/V)-N 1 -(2-tKn :a ri/-l-^^/V-^^-/V)-4- 
y^V-^y^^K (^b^^l-2-24) <DM¥t 
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[0430] Wk75] 




[0431] ^J£m-2-3X@CfcfB^ 

[0432] ESI (LC/MSjK^^^-K) m/z 441, 443, 445 (M + H + ) 3 

[0433] IMMM 1-2-25] 

N 3 -(4-^n ; E--2-^nn-7x^)-N 1 -((S)-l-tKP :5 r^f'/l^-2-^^V- 
7°ntVV)-4-^h^r^-^y^^95K (^^1-2-25) (D^it 
[0434] [^76] 



I 




[0435] mmim-2-3iimcKmM^M^^tmm(^m¥-r:N-(2-^ti-4-yti^: 

-7^~/v) -4-^Y3c^V7$;vMb (s) -( + ) -2-T^J-3-^;vy^;—;v&m 

[0436] ESI (LC/MStK^^-K) m/z 469, 471, 473 (M + H + ) ;^^pB#^ 3 

[0437] Lmmm 1-3-1] 

3-N- (^o^^tDyx^) -4-^f^rWy7^7^K Of fr^Hfc 1-3-1 ) 
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[0438] Mb77] 




o 



Br 



[0439] TMA 

5-iyTy-2-^b^y^M^m^^COmM(CAS^m^F^-: 40757-12-8) 
[0440] Mb78] 



[0441] MMM 1-1-1 X@A-e|^Mb^5-^n^e-2-^hdfiy^S#^^/V29. 3g^^ 
T^bM^33. lg£rN, N-i?^/V^/UJ*T^650mUcMMl^t'o N, N-vW 

JEETJfc^CU KJS^t^T;v^V^Mttfc 0 ^<D|»£l00ri?2R#r^#Ui 

mm^/i'-vfm-vfco ^m^ximm^-h^, mm^/^mmrm^u 

-i/T;-2-?b^y%;M^m^/^13. 5g(42%)3r#fc 0 mmR&ttfflitZ&ttt 
m&U 5-^T/-2-^h3rv^&#^^/V4. 6g(14%)£#fc 0 




o 
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[0442] 'H-NMR (400MHz, CDC1 ) 8 3. 92 (3H, s) , 3. 98 (3H, s) , 7. 06 (1H, d, 

3 

J = 8. 6Hz), 7. 76(1H, dd, J = 8. 6Hz, 2. 3Hz) , 8. 11 (1H, d, J = 2. 3Hz) c 
[0443] ESI(LC/MSJf?S^7vr:AE-— K)m/z 192(M + H + ) B#|S) 2.56ft (S 

[0444] X^B 

6-^^Wy7^7^i®il (CAS^®#^- : 89366-41-6) 
[0445] Mk79] 



[0446] X®A^MMb^5-v^Ty-2-^h^r^^S#^^/V2g^v ? ^^-/^/V*^-^K2 
4mLJC»#LlM*Ml^hyi?A*j^l2niLSrJn^.feo 80r^4B#P H 1^Nl#Ui: 
SfcSWCifrSPU lM^^OmLSr^TpH-^m^M^Ut, ^*§Yfezk2 

[0447] 'H-NMR (400MHz, DMSO-d ) 8 3. 89(3H, s) , 7. 18(1H, d, J = 8. 6Hz 

6 

), 7. 28(1H, bs), 7. 97(1H, bs) , 8. 02(1H, dd, J = 8. 6Hz, 2. 3Hz) , 8. 1 
8(1H, d, J = 2. 3Hz), 12. 80(1H, s)„ 
[0448] ESI (LC/MSjK^^-K) m/z 196 (M + H + ) ;{£#B#Pb1 O. 55ft (M 

[0449] unc 

3-N- (4--7v*E—2-7/U'$'V7 -4->FdrWy7^7^K Of fr£*$J 1-3-1 ) 
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[0450] [>ffc80] 




[045 1] N-^^n^^v'/V^/V^^^K-N'-^nfcVV^^ ^^/V^y^^iv^ (PS-#/V 
zKv^K) (1. 24mmol/g)202mg^X©B-eM^Lfc6-p<h^rWy7^^^ 
©N, N-^^/V^/VAT^K^^CO. 25^e/V-)0. 5mL, ^/MJT^-^l-t 
— /HTKfP^I^N, N-^^/V^/VAT^K^?R(0. 25M)0. 75mL,&7j?4-:/p^ 
-2-^/V^-nT-y^20mg^Px.7 v c o ^<D?l^^^iS.-ei6^MMi:5Lfc^. 60 

(MP-*-#^-H (2. 64mmol/g)213mg,&tFN, N-v^^vV* 

, ^mRXimm^h^mmVf-o #k;ftfca^£Waters|fSl996-600E<^iaffi 
ig^^n-x'h^^^— ?r#X.7b^^n^ (micromasst±MZMD) £ffiV v-Of 
J4U 3-N-(4-^n ; e-2-^/V^-i3^ni^/k)-4-^h : ¥Wy^^75K9m g (22%) 

[0452] ESI (LC/MS^^^^-K) m/z 367, 369(M + H + ) ;ffi:#H#^ 3. 14# 

[0453] [HJfe^l 1-3-2] 

3-N-(2, 3-i??VVi7^/V)-4-*h*i/4y7?7^Uk&y>)l-3-2) <DWk 
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[0454] Mb81] 




[0455] mmm 1-3-iisc \z.wM<Dm&ft&t m^m^e-* ^wy7^^i 

[0456] ESI (LC/MS*°^7^-K) m/z 339, 341, 343(M + H + ) ;3. 24ft(m 

[0457] imMM 1-3-3] 

[0458] Mb82] 




[0459] ^M^!jl-3-lX@C^|E«(Z)M^&^[^#(D#^6-^h^Wy^^75^ 

[0460] ESI (LC/MS^v't^^-K) m/z 365, 367(M + H + ) ;ffi:#0#^ 3. 095> 

[0461] IMMM 1-3-4] 

N-3-(2-^nn-4-^f;W73:=/V)-4-^f^Wy7^75K (te^$J 1-3-4) <D 
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[0462] Mfc83] 




[0463] mmim-s-iiimcKmm^n^mtmm(Dm¥^6-^h^-iy4y^9v^m 

[0464] ESI (LC/MSJK^^-K) m/z 319, 321 (M + H + ) ;{£#B#P^ 3. 235> 

[0465] [HJfef^ 1-3-5] 

4-^hdr^-3-N-(2-hy^/V^-n^hdrv/^^^/V)^y^^^^K(^'^^Jl-3-5) 

[0466] Mb84] 




[0467] ^jfe^ii 1-3-1 jmc\z$tt<DM^mbm&(Di&itt6-*tti/<<(y y^9^m 

[0468] ESI (LC/MSjKv't^^-K) m/z 355 (M + H + ) ;{£#B#|?g 3. 22ft{mM 

[0469] i'MMin 1-3-6] 

4-^Mf^-3-N-(5, 6, 7, S-^Y7^yvi^$Uls-l-4/\')4y~7?7^V{ik& 
m 1-3-6) (DWt 



WO 2005/063689 



90 



PCT/JP2004/019574 



[0470] Mb85] 




[0471] mmim-3-iiimcKmm^n^mtmm(Dm¥^6-^h^-iy4y^9v^m 

tl-T^J-5, 6, 7, 8-^h7tKn^-^^W^^^^bfc 0 
[0472] ESI (LC/MS#^T^f7^-K) m/z 325 (M + H + ) ;{£#B#Pb1 3. 21ft(MM 

[0473] imMM 1-3-7] 

3-N-(2-^nn7x^;V)-4-^h^^y7^7^K(ft^l-3-7) <D§SBt 
[0474] Mb86] 




[0475] nMf?!j i-3-iiic KmM<DM£gj?mt mm^m^G-^h* wy ^^v®? 

[0476] ESI(LC/MS^v?7V:7^e— R)m/z 305, 307(M + H + ) ;^#H#P^ : 2. 955> 

[0477] 1-3-8] 

3-N-(2-7;Vtn-3-MJ7/VtP^;V7x^/V)-4-^b^Wy7^75K(ft^ 
^) 1-3-8) (DMit 
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[0478] Mb87] 




[0479] mmm 1-3-nsc icmm^m^&tmm^m^e-^h^^yy^^m 

[0480] ESI (LC/MS^^7^-K) m/z 357 (M + H + ) ;^#R#^ 3. 19^(ift3g 

[0481] IMMM 1-3-9] 

3-N-^^y-5-^4-^^rWy7^;F (^#> 1-3-9) <D§^t 
[0482] Mb88] 




[0483] i-3-iigc Kmm^m^mtmm^mrf^e-^b^^yy^^m 

[0484] ESI (LC/MSjKv't^^-K) m/z 31 1 (M + H + ) ;{£#H#Pb1 3. 10ft(WM 

[0485] [Hife^il 1-3-10] 

4-*h^-3-N-(2-*h*i/7^M4y7?9^(4t&m 1-3-10) (D^it 
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[0486] [>ffc89] 




[0487] mmm 1-3-1 xmc KmM^m^mtmm^n^e-^b^^y^y^m 

[0488] ESI (LC/MS^^^'^-K) m/z 301 (M + H + ) ;^^R#^ 3. 535MS3S 

[0489] IMMffl 1-3-11] 

3-N-(3-^on-4-^f;V7x^)-4-^h^rWy7^75K(j^» 1-3-11) 

[0490] Mk90] 




[0491] ^f^l-S-lXgC^fB^^^itTj&^^^^M^e-^h^rWy^^^^^ 

[0492] ESI (LC/MS^^^-K) m/z 319, 321 (M + H + ) ;{£#B#Fe9 3.98^ 

[0493] [Hife^!|l-3-12] 

3-N-(2-77ktn7i^)-4-^h^Wy7^7^K iit^^O 1-3-1 2) COf^it 
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[0494] Mb91] 




[0495] mmm 1-3-1 xmc KWM<Dm^mt mm^m^G-^h* wy y^v^m 

[0496] ESI (LC/MS^^^'^-K) m/z 289 (M + H + ) ;^^R#^ 2. 
M^P^b^^T— ^#1) 
[^ife^!ll-3-13] 

3-N-(2-T-fe^/V^^/V)-4-^hdrWy^^75K(^^l-3-13)(7)Mit 
[0497] Mb92] 




[0498] nife^ i-3-iisc iz-mm^m^fetrnm^m^e-^h^i/^yy^^m 

[0499] ESI (LC/MSjKv't^^-K) m/z 313 (M + H + ) ;{£#H#Pb1 2. 80#(ift3g 

[0500] [Hife^il 1-3-14] 

3-N-(4-7^ ; &7x^)-4-^b^Wy7^7^K({^i) 1-3-14) CD^5a 
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[0501] Mfc93] 



I 




[0502] mmm 1-3-nsc icmm^m^&tmm^m^e-^h^^yy^^m 

[0503] ESI (LC/MS^^7^-K) m/z 349, 351 (M + H + ) ;^:^H#^ 2.95ft 

[0504] LMMim-3-15'] 

[0505] Mb94] 




[0506] ^^l-3-lXSClC|B«©54^&^|iI«©tftf^6-p<^Wy7^95l^ 

[0507] ESI (LC/MS^^^-K) m/z 317(M + H + ) ;i!fc#R#IHj 3. 02#(iiJ3£ 

[0508] 1-3-16] 

3-N-(2-^no-5-hyy/k^in^^/^ ;n -/k)-4-^hdrWyy^^5K(^^^ 
1-3-16) CDM^ 
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[0509] [>fb95] 




[0510] mmmi-s-ijincicmm^m^&tmm^m^G-^h^^yy^^m 

[0511] ESI (LC/MS^^^'^-K) m/z 373, 375(M + H + ) ;^#0#P^ 3. 305> 

[0512] [Hitfm-3-17] 

1-3-1 7) ©Sag 
[0513] Wb96] 




[0514] ^Jfe^ll 1-3-1 X@C^|B«<D^^&^l^#0^-e6-^h^r^y 7^5^^ 

i:2-^ciC2-4-^/^i3-5-p<^7VT— y^^-^I^LfCo 
[0515] ESI (LC/MS^^7'^-K) m/z 337, 339(M + H + ) ;ffi:^H#^ 3. 2l5> 

[H»!ll-3-18] 

3-N-(3, 5-^h^i<7^^)-4-^h^Wy7^^K(>ft;^l-3-18) <E>$15£ 
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[0516] Mb97] 




cos 1 7] mmm 1-3-ugc \z$ vm<DW&frmt mm^m^e-^ hwy7^># 

t3, 5-^h^T~y>^1^cUt 0 
[0518] ESI (LC/MS^^7^-K) m/z 331 (M + H + ) ;^#R#^ 3. 43^(ift3g 

[0519] [HJ60d 1-3-19] 

4-^h^i/-3-N- (4-7^y=¥^^^/V) >fy7^95K Of 1-3-1 9) (DMit 
[0520] Mb98] 




[052 1] ^jgf^rj i-3-i igc Kmm^m^&tmm^m^e-^h^iy^y^^v^m 

[0522] ESI (LC/MS^^^-K) m/z 363 (M + H + ) ;##B#Pb1 3. 31#(iU3£ 

[0523] 1-3-20] 

3-N-(3, A-iy^;Vv^/V)-A-^Y^ Wy7^K Wfr£4&l-3-20) (D§^ 
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[0524] [>fb99] 




[0525] mmmi-3-iJimcK^m<Dm&^tmm(Dmi¥^6-^h^^y^9^wt 

t3, A-V^/VT-V^frb&mJ^ 
[0526] ESI (LC/MS^^y^-K) m/z 299(M + H + ) ;i&#R#IHJ 3. OlftiMM 

[0527] [Hife^il 1-3-21] 

4-7<h=^>-3-N- {A-Y^y/V^y^/Vy^/V) jyypy^Y iit^^O 1-3-2 1 ) 

[0528] [it 100] 




[0529] ^^U-3-lX@C^fE*0^^fe^^il(D^^6-^hdrWy^^75^ 

[0530] ESKLC/MS^v 5 ^^— K)m/z 339 (M + H + ) ;{£#B#Pb1 3. 095MrM 

|^#:^ti^h^^-(D^#l)o 
[0531] [Hife^rl 1-3-22] 

3-N-(2, 3-^tKn^^yTl, 4]v ? ^iyy-6-^/V)-4-yhdf-Wyyy75K( 
1-3-22) <DWm 
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[0532] MblOl] 



I 




[0533] mmmi-3-iJincKmm(Dm^mtmm<7)mi¥x-6-^b^y^yy^^>m 

[0534] ESI (LC/MS* 0 ^T^7^-K) m/z 329 (M + H + ) ;i^#B#^ 2. 60^(t^3S 

[0535] IMMM 1-3-23] 

4-^h=ari/-3-N-o-hy ;Wy7^7^K (lbl^l-3-23) (D$Sl5t 
[0536] Wbl02] 




[0537] |IMf?U-3-lX@C^fS*OM^m^^il^^^6-^h^Wy^^75^ 

^2-^^/VT^y^^^bfCo 
[0538] ESI (LC/MS7K^7 i; e-K) m/z 285 (M + H + ) 3. 495MtM 

[0539] [Hifef?!l 1-3-24] 

3-N-(2, 4-^y/u^viy^/u)-4-^h^>4yy^y^(it^-^)i-3-24) CO 

mm 
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[0540] Mb 103] 




[0541] mmmi-3-iJincKmm(Dm^mtmm<7)mi¥x-6-^b^y^yy^^>m 

[0542] ESI (LC/MS*°^r^7^-K) m/z 307 (M + H + ) ;i^#B#^ 2. 795Mr^3S 

[0543] IMMM 1-3-25] 

3-N- (3-^^/V^^/V) -4-^bdrWy7^75K Gb^^ 1-3-25) <Z>M3t 
[0544] Mb 104] 




[0545] mmm 1-3-1 xmc i-mmcom^mt mm^mi^e-^ i^w^^ 

[0546] ESI (LC/MStK^7^-K) m/z 295 (M + H + ) 2. 895MrM 

[0547] 1-3-26] 

4-^ h^r i/-3-N- (3-hy^/V^-n^^/V^^/V) ^y^^^^K Mb-^^J 1-3-26) 
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[0548] Mb 105] 




[0549] mmm 1-3-nsc KWMowtbmt mm^mt-eG-* ^wy7^^i 

[0550] ESI (LC/MS* 0 ^T^7^-K) m/z 339 (M + H + ) ;i^#B#^ 3. 05^(t^3S 

[0551] IMMM 1-3-27] 

3-N-(3-^nn^^/V)-4-^h^Wy^^^Kab-^^l-3-27)C0Mit 
[0552] Mb 106] 



I 




[0553] mmm 1-3-ngc ^mmcom^mt mm^mi^e-y v^^y^^^m. 

[0554] ESI (LC/MS^T^^-K) m/z 305, 307 (M + H + ) ;{£#B#P^ 2. 905> 

[0555] [Hifef?!l 1-3-28] 

3-N- (2-y/V^-n-5-hyy/V^-n^^-/Vy zn^/V) -4-^b^^y7^7^K 
m 1-3-28) CDM& 
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[0556] Mfcl07] 




[0557] mmmi-3-iJincKmm(Dm^mtmm<7)mi¥x-6-^b^y^yy^^>m 

[0558] ESI (LC/MS*°^r^7^-K) m/z 357 (M + H + ) ;i5M^B#|Rj 3. 19^(t^3S 

[0559] 1-3-29] 

3-N-(2, 5-^h^i/7rc^/k)-4-^hdrWy^^73:K(^'^^l 1-3-29) £>M 
it 

[0560] Mb 108] 



I 




I 



[0561] mmmi-3-iiinc^mm(Dm^mtmm(Dmi¥x*6-^b^y^yy^9v^m 

[0562] ESI (LC/MSJK^T-f^'^-K) m/z 331 (M + H + ) ;^#B#^ 2. 89ft(mM 

[0563] IMMM 1-3-30] 

4- (5-#/W^-f /V-2-^h d r v^^yV/VT5/) (>ffrfr 
1-3-30) (DMit 
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[0564] Mb 109] 




O 



[0565] mmm 1-3-nsc Kmm^mm^mt mm^mt-eG-* ^wy7^^i 

[0566] ESI (LC/MS*°^r^7^-K) m/z 343 (M + H + ) ;i^#B#^ 2. 92^(t^3S 

[0567] IMMM 1-3-31] 

3-N-(5-^nn-t°y^>--2—r/V)-4-^hdrWy^^9^K (^-^^1-3-31) CO 

[0568] Mb 110] 




[0569] mmm 1-3-ngc Kmm<Dm^mt mm^M^e-* ^wv7^7^i 

[0570] ESiac/MS^^^— K)306, 308(M + H + ) ;|^#0#^ 2. 775MSM 

[0571] 1-3-32] 

4-^h^r^-3-N- (4-l>y/V) -f y^^K </fbl^3 1-3-32) CD^3t 
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[0573] mmm 1-3-nsc Kmm^mm^mt mm^mt-eG-* ^wy7^^i 

[0574] ESKLC/MS^^^— K)285(M + H + ) 2. 77ft(mMwfc? 

[0575] [Hifi^l 1-3-33] 

4-^hdri/-3-N-(5-^bdri/-2-^^/V7rn^/V) ^V^^^K (11^^ 1-3-33 

[0576] Mb 112] 




[0577] ^js^i i-3-iigc iz.wM<Dwmjrmb m^Mim^-* ^wy7^^ 

^5-^hdriX-2-^/VT-y^^^U^ 0 
[0578] ESiac/MS^v^:/^- K)315(M + H + ) ;{£#R#Rg 2. 79ft{MMfcW-? 

[0579] 1-3-34] 

m 1-3-34) <D$m 
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[0580] Mb 113] 




[0581] mmmi-3-iJincKmm(Dm^mtmm<7)mi¥x-6-^b^y^yy^^>m 

[0582] ESKLC/MS^v?^^— K)369(M + H + ) ;^#0#^ 3. 17^(^Mm^ 

[0583] [HJfe^l 1-3-35] 

3-N-(2, 4-^h^y^^)-4-^b^4y^^y^(i^!^) 1-3-35) CD® 
it 

[0584] Mb 114] 




[0585] mmm 1-3-ngc Kmm<Dm^mt mm^M^e-y ^wy7^^i 

^2, 

[0586] ESl(LC/MS^>^:/^e— K)331(M + H + ) ;{£#R#Rg 2. 77ft(m7&Wfc? 

P^F^77^-(D^frl) 0 
[0587] 1-3-36] 

3-N- {2-?vu-5-^?-;V7^/V) y^5^K Of b£>4fc 1-3-36) 
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[0588] Mb 115] 




[0589] mmm 1-3-nsc Kmm^mm^mt m^m^-ee-* ^w^^t 

[0590] ESI (LC/MSaK£^>f K)319, 32l(M + H + ) ;^#H#^ 3. 18 ft (MM 

[0591] [Hife0"!ll-3-37] 

3-N- (2-^t2t2-5-^h^V7ai^/V)-4-^h^ WV7^K Of fr^Hfc 1-3-37) <D 

[0592] Mb 116] 




[0593] H3fif?!j 1-3-1ISC ^WE*OM^fe^ Inl#©*ftfre6-^ ^Wy7^7^l 
[0594] ESiac/MS^^^— K)335, 337(M + H + ) ;|^#0#^ 3. 06ft(m& 
[0595] 1-3-38] 

4-*h*c^-3-N-^7?u>-i-' itv-^yy^Vr 1-3-38) <dW& 
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[0596] Mb 117] 




[0597] mmm 1-3-nsc Kmm^mm^mt mm^mt-eG-* ^wy7^^i 

[0598] ESKLC/MS^v?^^— K)32l(M + H + ) ;^#0#^ 2. 90ft{MM&W-? 

[0599] [HJfe^l 1-3-39] 

4-^h=3r^-3-N-dryy^-5— r/V—fy^^7^K (^^1-3-39) (DjK5i 
[0600] Mkll8] 




[0601] |IMf?U-3-lX@C^fEic(Z)M3t^^^^il»^^6-^hdrWy^^7$^ 

[0602] ESKLC/MS^v 5 ^^— K)322(M + H + ) ;i^^pB#^ 2. 9Zft{MWfoW9 

[0603] [Hlfe^a 1-3-40] 

3-N- ( lH-^T^ K— ;V) -4-^ Wyy^^^K Offc-^Hfc 1-3-40) 
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[0604] Wbll9] 




O 



H 



O 



[0605] mmm 1-3-nsc KWMowtbmt m&onjpvG-* ^wy7^^i 

[0606] ESKLC/MSjK^^^— K)310(M + H + ) ;i^#0#^ 2. 44fr(Miffi&fc? 

[0607] [Hlfe^tl 1-3-41] 

3-N- (4-^d^e-2-^C2 n^ji^/V) -4-^ h^WV7^7^K (ffr^Hfe 1-3-4 1 ) 

[0608] Mb 120] 



[0609] H3fif?!j 1-3-1ISC fctB*©3t3t;fr«fcfc Inl#©*ftfre6-^ ^Wy7^7^l 

t4-^n^e-2-^nnT^y^^^^Lfc 0 
[0610] ESiac/MS^v?^^— K)383, 385, 387(M + H + ) ;^#B#P^ 3. 39#( 

iai^n-7h^77^-©^#l)o 
[0611] IMMM 1-3-42] 

3-N-(2-7 , o^4-^on7x=;V)-4-^b^rWy7^7^K(ft^l-3-42) 
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[0612] Mfcl21] 




[0613] mmmi-3-iJincKmm(Dm^mtmm<7)mi¥x-6-^b^y^yy^^>m 

b2-7*tt-4-?vviT~y>frb&f$,l,ti 0 
[0614] ESiaC/MS^v?^^— K)383, 385, 387(M + H + ) 3. 365M 

[0615] IMMM 1-3-43] 

3-N- (2-^nn-4-hy^/V^-n^^-/V7^^/V) -4-^b^Wy7^7^K Ut&Wl 
1-3-43) <DWk 
[0616] Mb 122] 




[0617] mmmi-s-ir.mcKmm^m^mtmm^mi^e-^h^-zy^y^y^m 

[0618] ESiac/MS^^^— K)373, 375(M + H + ) ;|^#0#^ 3. 47ft(m& 

[0619] 1-3-44] 

3-N- (4-?viri-2-7/V^vi7^/U)-4-yb^i/4y7?7^ 1-3-44 
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[0620] Mfcl23] 




[062 1] mmm 1-3-nsc KWMowtbmt m&onjpvG-* ^wy7^^i 

[0622] ESKLC/MS^v?^^— K)323, 325(M + H + ) ;^#H#^ 3. 09^(r^5S 

[0623] 1-3-45] 

3-N-(2, 4-l?^ti^7^/V)-4-?iy^i/^y7?7^{i^m 1-3-45) (DM 
it 

[0624] Mb 124] 




[0625] H3fif?!j 1-3-lIgC ^WEicOM^fe^ mW:(VM^6-* ^Wy7^^ 

£2, 4-^n^eT^y^^^LfCo 
[0626] ESiac/MS^v^:/^— K)427, 429, 431(M + H + ) ;i^#B#^ 3. 425M 

[0627] 1-3-46] 

3-N-(2, 4-^nn7i^;V)-4-;ib^Wy7^75K('fb^tl 1-3-46) (DMit 
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[0628] Mfcl25] 




O 



CI 



[0629] mmm 1-3-nsc KWMowtbmt m&onjpvG-* ^wy7^^i 

[0630] ESiaC/MS^v?^^— K)339, 341, 343(M + H + ) 3. 32#( 

[0631] [Hlfe^tl 1-3-47] 

4-^h=3r^-3-N-^-^^U>--2— T/V-^y^^7^K ttb^^J 1-3-47) 
[0632] Wbl26] 



[0633] nsfef^j i-3-i x@c izmmcom^mt mm^mi^e-y v^^y^^^m. 

[0634] ESKLC/MS^v 5 ^^— K)321(M + H + ) ;^^pB#^ 3. lOftimMwfc? 

[0635] IMMM 1-3-48] 

3-N- (2-^d^e-4-hU^/V^-n^hdf- tyy^-zv) -4-^h^W77^75K (I* 
4fc 1-3-48) CDM& 
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[0636] Mfcl27] 




O 



[0637] mmmi-3-iJincKmm(Dm^mtmm<7)mi¥x-6-^b^y^yy^^>m 

[0638] ESI (LC/MSaK£^>f K)433, 435(M + H + ) ;^#H#^ 3. 62^(r^5S 

[0639] 1-3-49] 

3-N- (5-^n^e-t 0 y vV-2-^|7V) -4-^h^rv--^y7^^5K Wfrg^ 1-3-49) 

[0640] Mb 128] 



[0641] mmmi-s-ir.mcKmm^m^mtmm^mi^e-^b^-zy^y^y^m 

[0642] ESiac/MS^^^— K)350, 352(M + H + ) ;|^#0#^ 2. 

[0643] 1-3-50] 

4-^h^^-3-N-dr/y^-2— fy^^K (^b^^l-3-50) COM3s 
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[0644] Mb 129] 




[0645] mmm 1-3-nsc Kmm^mm^mt mm^mt-eG-* ^wy7^^i 

[0646] ESKLC/MS^v?^^— K)322(M + H + ) ;^#0#^ 2. 42ft{MM&W-? 

[0647] 1-4-1] 

3-N-(4-hy^/V^-n^hdrv^-2-ynn^ 3 i^/V)-4-yh^Wy^ 7 ^75KWb'a' 
#11-4-1) (DMit 
[0648] Mb 130] 




[0649] XISA 

5-^ry-2-yh^^S#^(D|^M(CAS^S#^-: 84923-71-7) 
[0650] Mb 131] 




[0651] HJfef?!j 1-3-1 X@A-e#^tLf'5-^Ty-2-yhdr^^#^^/V2g^l, 4- 
v ; ^^^28mL^^L, 2. 5M7K^b^-hy i >^7K^21mL^Px.fc 0 
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fcmfoZ, MfcTftmU 5-^T/-2-^h^v-^&#^l. 6g(87%)£#7t 0 
[0652] 1 H-NMR(400MHz, DMSO-d ) 8 3. 91 (3H, s) , 7. 32 (1H, d, J = 8. 8Hz 

6 

), 7. 98(1H, dd, J = 8. 8Hz, 2. OHz) , 8. 02(1H, d, J = 2. OHz) , 13. 15(1 
H, s)„ 

[0653] ESI (LC/MSJK^^-K) m/z 178(M + H + ); {£#R#Rg 1.94ft ( 
[0654] X^SB 

5-iXTy-N- (4-hU 7/V^-ti^h d r^-2-^nci^^^/V) -2-^ hdr>-<yXT5K 
[0655] Wbl32] 



[0656] I@A-e#^)|lfc5-V7y-2-^b^^$tfi0. 73g£N, N-^f/V*/VA7 
>0. 95g^N, N-v ? -fy^VtVV^/kT5:^2. lmL^h^t:Rci:7^:/20mU^ 
2-^1^13^01^7^) -2-yh^rv/-<^XT5Kl . 37g (90%) £#fc G 
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[0657] 'H-NMR(400MHz, DMSO-d ) 6 4. 13(3H, s) , 7. 48(2H, d, J = 8. 8Hz 

6 

), 7. 75(1H, d, J = 2. 1Hz), 8. 09(lH, dd, J = 8. 8Hz, 2. 1Hz), 8. 30(lH 

, s), 8. 37(1H, d, J = 8. 8Hz), 10. 41 (1H, s)„ 
[0658] ESKLC/MS^v 5 ^^— K)m/z 371, 373 (M + H + ) ;{£}^B#FII 3.54ft 

(itS3S*9c^n-v^97-f — <£>#j#2) „ 
[0659] X^C 

3-N-(4-hy^/V^n^hdr^-2-^nn^^^/v)-4-^b^rWy^^7$K^MM 
[0660] Mbl33] 




[0661] miMM 1-1-1 X@E^|D#(D^f^T\ X@B-e#^ttfc5-v'T/-N-(4-hy^/V 

^np<hdr^-2-^aT37^^/v)-2-^h^v'^^XT5:K^^^^bfCo 
[0662] 'H-NMR (400MHz, CD OD) 6 4. 19 (3H, s) , 7. 33 (1H, d, J = 8. 8Hz) , 

3 

7. 35(1H, d, J = 8. 8Hz), 7. 50(1H, s) , 8. 12(1H, dd, J = 8. 8Hz, 2. 4Hz 
), 8. 64(1H, d, J = 8. 8Hz), 8. 72(1H, d, J = 2. 4Hz) c 
[0663] ESI (LC/MSjK^^^-K) m/z 389, 391 (M + H + ) ;ffi:^B#^ 3. 46ft 

[0664] IMMM 1-4-2] 

3-N- (2-^a^-4-hIJ^7V^-n^^/k-^^^/V) -4-^ h3rv/-/f y^^K Ofb 
-3^1-4-2) owm 



WO 2005/063689 



115 



PCT/JP2004/019574 



[0665] Mb 134] 




[0666] l-4-l X@B:}3 £ tfxmc ^?E*c^M^m^ ^t^t#t5-:/T/-2 

[0667] ESiaC/MS^v?^^— K)417, 419(M + H + ) ;^#H#^3. 52ft(^jMw 

imrnm 1-4-3] 
m 1-4-3) ©Mit 

[0668] Mb 135] 




[0669] llifef?U-4-ix@B^j:^x@c^fE*(DM^m^lll#»^-^5-^Ty-2 

[0670] ESiac/MS^^^— R)340(M + H + ) ;{£#R#Rg 3. 02ft{mMfcW-? 

P^h^77^-(D^#1) 0 
[0671] 1-4-4] 

3-N- (3-^n^e-t°y vV-4-^7V) -4-^h^iX-- f V^^^^K Wb^^ 1-4-4) 
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[0672] Mfcl36] 




O O 



[0673] l-4-l X@B:}3 £ tfxmc ^?EiK<DM}t77 i££ ^t^t#t5-:/T/-2 

[0674] ESI (LC/MSaK£^>f K)350, 352 (M + H + ) ;^#H#^2. 03#(iiSj£?£ 

[0675] 1-4-5] 

3-n- (2, 6-v^h=3f ^>-t°y v^-3— f/V) -4-^h^>— fy^^K ttb^ 1-4 

-5)<7)M3t 
[0676] Mb 137] 



I 




[0677] llife^u^-ix^B^^'^xac^fEftoM^m^lil^^^-^s— yr/-2 

[0678] ESiac/MS^y^^— K)332(M + H + ) ;^#B#^2. 94^-(rt^$?#:yP 

-7^77^-(Z)^#l) 0 
[0679] 1-4-6] 

N-^yyfTy*- /v-2-^/v-4-yh^v-^ryy^/vT5K ({b-^J 1-4-6) c^M^t 
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[0680] Mb 138] 




[0681] mmmi-4-irMB^xx^rMcicmm<Dm^mtmm(Dmi¥-^5-iyTy-2 

[0682] ESI (LC/MS*°^r^7^-K) m/z 328 (M + H + ) ;i5M^B#|Rj 2. 77^(t^3S 

[0683] mmm 1-4-7] 

N-(2-7tf/kft7xy-3-^;k) WV^^/VT^K Of fr£-#J 1-4-7) 

[0684] Mb 139] 




[0685] mmmi-4-irMB^xxj^rMcKmm(Dm^mtmm(Dmi^5-iyTy-2 

[0686] ESI (LC/MSJK^T-f^'^-K) m/z 319 (M + H + ) ;i^#B#^ 2. 70ft(mM 

[0687] [H»!l2-1-1] 

4-^H3r^-3-[ (E) -2-(A-Y^y;V^rn^Y^y^;V) \f^;V~\ -<^XT5K {it 
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[0688] Mb 140] 




[0689] XI£A 

4-^n^e-l-^hdr->-2-[ (K)-2-(4-hV7/>^n^\^-i^7s^/U) If—A'] 
[0690] Mbl41] 




[0691] 60%^--r/v^^^K*^^-hy^A20. 5m g ^n— ^ty-eiftiff, 7"h7tKn^7 

5016-01-7)0. lg^p^o HM^«^?u-e60#r 3 m#bfc#^f^a#\ 
g^^^/v-e30ttmufc o ^-was^^^cm, ^mm^mv-km.^mw^ 

^77^f- (^y#^/V5g) ^i^g^^^/k^iFn-^i^^l^-lOM^^m^ 
i^UTfflV^MU 4-^n^e-l-^hdriX-2-[ (E)-2-(4-hy^/V^n^hdr^ 
m^/V) tf ^yifVl 52mg (88%) 
[0692] 'h-NMR (400MHz, CDC1 ) 8 3. 87(3H, s) , 6. 77(1H, d, J = 8. 8Hz), 7 

3 

. 05(1H, d, J=16. 1Hz), 7. 19(2H, d, J = 8. 3Hz) , 7. 34(1H, d, J = 16. 1 
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Hz), 7. 34 (1H, dd, J = 8. 6Hz, 2. 4Hz), 7. 52, (2H, d, J = 8. 8Hz), 7. 67 

(1H, d, J = 2. 4Hz) 0 
[0693] EIMS m/z 372, 374(M + )o 
[0694] X^B 

4-*b*i/-3-i {R)-2-{4-yy7/v^ru^y^-7^/v) t-^/v^^/^hy/v 

[0695] Wkl42] 



[0696] |IMf?U-l-lX@D^fS«(D^m^^#(D^-eX@A-e#^^c4-^ti^-l 
-^h^r^-2-[ (E) -2-(4-HJ7/l>^-l3^Hf-5<73i^/l>) fcT~/l>] ^^Vd^-^^b 

fee 

[0697] 'H-NMR (400MHz, CDC1 ) 5 3. 95(3H, s) , 6. 94(1H, d, J = 8. 8Hz) , 7 

3 

. 09 (1H, d, J=16. 6Hz), 7. 21 (2H, d, J = 8. 8Hz) , 7. 33 (1H, d, J=16. 6 
Hz), 7. 54 (2H, d, J = 8. 8Hz), 7. 55 (1H, dd, J = 8. 8Hz, 2. OHz) , 7. 83 ( 
1H, d, J = 2. 0Hz) o 

[0698] EIMS m/z 319(M + ) G 

[0699] X*£C 

4-^Mr^-3-[ (E)-2-(4-hy77k^-a^h^riy-^^^/V) fcT^]^yX7^K( 
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[0700] Mfcl43] 




[0701] mmm 1-1-1 nu^mm^mtmm^mi^. x@B-e#^fc4-^h=ar^ 

-3-[ (K)-2-(4-hV^/P^^b^y-y^=-^) lf-/k]-<^y- hy/^^^Lfc 

o 

[0702] 'H-NMR (400MHz, DMSO-d ) 8 3. 92(3H, s) , 6. 93(1H, d, J = 8. 8Hz 

6 

), 7. 17(1H, d, J=16. 6Hz), 7. 20(2H, d, J = 8. 5Hz), 7. 41(1H, d, J=l 
6. 6Hz), 7. 55 (2H, d, J = 8. 8Hz) , 7. 70 (1H, dd, J = 8. 8Hz, 2. 4Hz), 8. 
09 (1H, d, J = 2. 4Hz) G 
[0703] ESI (LC/MSJK^7^-K) m/z 338 (M + H + ) 2.91ft 

[0704] [Hife^!l2-2-l] 

N-i/^n^<^^/V-4-^hdf-^-3-[ (E)-2-(4-h!J^/V^-n^hdf-^-^ji^/V) tf 
^/v] ^yXT^K Wb^2-2-i) 

[0705] Mb 144] 




[0706] 



4-^h^rv'-3-[ (E)-2-(4-hy^/V^-n^h^iy^^^/V) tf^/V] 
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[0707] Mfcl45] 




[0708] 60%^-4^mmykmit^-hV^J^o. 7 g £rn— ^rl^-e^m , J-Y^Y^y^A 

t^ia^-e^u mmm 1-2-1 xsc-e#e>tvfc3-^/v5/v-4-^h^r^^m# 
mwtrhvvj^&mLfto MTkmwti-hvv&tezwm, wm^^-em&vito ^ 

tT^/V]^S#^^/V5. 5g (90%) £r#fc 0 
[0709] 'H-NMR (400MHz, CDC1 ) 8 1. 41 (3H, t, J = 7. 1Hz), 3. 95 (3H, s) , 4 

3 

. 39(2H, q, J = 7. 1Hz) , 6. 79(1H, d, J = 8. 6Hz) , 7. 17(1H, d, J = 16. 6H 
z), 7. 20(2H, d, J = 8. 8Hz), 7. 41(1H, d, J=16. 6Hz) , 7. 56(2H, d, J = 
8. 8Hz), 7. 97(1H, dd, J = 8. 6Hz, 2. 4Hz) , 8. 27(1H, d, J = 2. 4Hz) G 
[0710] ESI (LC/MS*°^^-K) m/z 367 (M + H + ) 4. 21ft Oft 

[0711] X^B 

4-^h=3ri/-3-[ (E)-2-(4-M)7/V^-n^bdr^^^/V) fcf~/K| ^&#&tf>PSl 
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[0712] Mb 146] 




[0713] X@A-C#fettfe4-p«h^V-3-[ (E) -2- {A-hV7^n^h^yy^M \f~>V 

mL^n;t.fc 0 ^(D^^^80 c C-e2B#^^#Lfc^, ^S^iflLfCo lMiM60m 

iiMJET^U 4-^h=3r^-3-[ (E)-2-(4-hy^/V^-n^hdr^^^/V) tf^/V] 
^S#^4. lg (99%) £#fc 0 
[0714] 'H-NMR (400MHz, CDC1 ) 5 3. 98(3H, s) , 6. 97(1H, d, J = 8. 8Hz), 7 

3 

. 19(1H, d, J=16. 6Hz), 7. 21 (2H, d, J = 8. 3Hz), 7. 42(1H, d, J = 16. 6 
Hz), 7. 57(2H, d, J = 8. 3Hz), 8. 04(1H, dd, J = 8. 8Hz, 2. 1Hz), 8. 34( 
1H, d, J = 2. lHz) 0 

[0715] ESKLC/MS^v?^^— K)m/z 339 (M + H + ) ;^r#B#^ 3. 885> (fij 
[0716] TMC 

N-^^n^^/V-4-^h^r^-3-[ (E) -2- (4-MJ^/V^-n^h^^-^^^/V) hf 
^/V] -<yX7^K ({b^2-2-l) 
[0717] Mbl47] 




[0718] 
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flfc4-^b^y-S-l (E) -2- If ^MM^t^ 

[0719] 'H-NMR (270MHz, CD OD) d 1. 52-1. 72 (4H, m), 1. 72-1. 88 (2H, 

3 

m), 1. 98-2. 11 (2H, m) , 3. 95 (3H, s) , 4. 25-4. 40 (1H, m) , 7. 06 (1H, 
d, J = 8. 6Hz), 7. 26 (2H, d, J = 8. 9Hz) , 7. 28 (1H, d, J=16. 9Hz) , 7. 49 
(1H, d, J = 16. 9Hz), 7. 64 (2H, d, J = 8. 9Hz) , 7. 77 (1H, dd, J = 8. 6Hz, 
2. 3Hz), 8. 13(1H, d, J = 2. 3Hz) Q 
[0720] ESI (LC/MS^^7^-K) m/z 406 (M + H + ) ;##0#^ 3. 895MrM 

[0721] [Hifef?!l 2-2-2] 

4-7< [ (E) -2- (4-hJJ ^/V^n^ ^ ^ - ;V) -tf - 

[0722] Mb 148] 




[0723] ^0!Jl-2-3X@C^fB«O^^^^il(D^T\ ^»!l2-2-lX@B^#t> 
^c4-^h=arv--3-[ (E) -2- ^-hy^/^n^h^v^^/V) tf ^S#MI^ 

[0724] 'H-NMR (270MHz, CD OD) 8 2. 92 (3H, s) , 3. 96 (3H, s) , 7. 08 (1H, d 

3 

, J = 8. 9Hz), 7. 26 (2H, d, J = 8. 5Hz), 7. 26 (1H, d, J=16. 8Hz), 7. 49 ( 
1H, d, J=16. 8Hz), 7. 63 (2H, d, J = 8. 5Hz) , 7. 76 (1H, dd, J = 8. 9Hz, 2 
. 3Hz), 8. 12(1H, d, J = 2. 3Hz) Q 
[0725] ESI (LC/MSjK^^^-K) m/z 352 (M + H + ) ;{&#H#Pb1 3. 40ft(MM 

[0726] lMMim-2-3'] 
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N-^^VV-4-^HSr>'-3-[ (E) -2- -fc^/V] 
[0727] 149] 



[0728] mMMl-2-3HUC{cmM(D^mtm^COmi¥^4-^h^y-3-l (E)-2-(4-h 
[0729] 'H-NMR (270MHz, CD OD) 8 1. 24 (3H, t, J = 7. 2Hz), 3. 42 (2H, q, J 

3 

= 7. 2Hz), 3. 96 (3H, s) , 7. 07 (1H, d, J = 8. 6Hz) , 7. 26 (2H, d, J = 8. 6 
Hz), 7. 27 (1H, d, J=16. 5Hz), 7. 49 (1H, d, J=16. 5Hz), 7. 64 (2H, d, J 
= 8. 6Hz), 7. 77(1H, dd, J = 8. 6Hz, 2. 3Hz), 8. 13(1H, d, J = 2. 3Hz) Q 
[0730] ESI (LC/MStK^7^-K) m/z 366 (M + H + ) 3. 555MrM 

[0731] \MMn 2-2-4] 

N-^nyn tVV^-^h^^-S- [ (E) -2- (4-h!) :7/V;=l-n^h=^>:7^/V) -fcf 
^/V]— <^XT5K (^^2-2-4) ©$45t 
[0732] Wbl50] 



[0733] ^^Jl-2-3X@C^fE*0^m^^lil(D^-C\ H»!j2-2-lX©B-C#^ 
tl,fc4-^hdr^-3-[ (E) -2- (4-hy^/V^-n^hdr^^^/k) fcf ^/V] ^M^mtiy 
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[0734] 1 H-NMR(270MHz, CDOD) 6 0. 59-0. 70 (2H, m) , 0. 76-0. 89 (2H, 

3 

m), 2. 78-2. 90 (1H, m) , 3. 95 (3H, s) , 7. 06 (1H, d, J = 8. 6Hz), 7. 25 ( 
2H, d, J = 9. 0Hz), 7. 26 (1H, d, J=16. 5Hz) , 7. 48 (1H, d, J=16. 5Hz), 
7. 64(2H, d, J = 9. 0Hz) , 7. 76 (1H, dd, J = 8. 6Hz, 2. 3Hz) , 8. 11 (1H, d 
, J = 2. 3Hz) Q 

[0735] ESI (LC/MS^^y^-K) m/z 378 (M + H + ) ;{£#B#Pb1 3. 55^(ift3S 

mW-^n^rW^-i— <D4kW3) „ 
[0736] IMMM2-2-51 

4-^h^riy-N-( -3-[ (E) -2- (4-hU ^/^n^h^f- 

v^^/k) -tf ^/k]— <^XT5K (^-£^2-2-5) <D$Bt 
[0737] Mbl51] 




[0738] HJfe^J 1-2-3 X©C^|B«(D^i:|^#<D^-e, 2-2-1 IgBtll^ 

tl/fc4-^h^^-3-[ (E) -2- (4-MJ^/V^-n^hdr^^^/V) t^/V] ^S#^£2 
-T^y-l-^h^r^^^^^LfCo 

[0739] 'H-NMR (270MHz, CD OD) 8 1. 48-1. 80 (2H, m) , 3. 38 (3H, s), 3. 4 

3 

0-3. 56 (2H, m), 3. 96 (3H, s) , 4. 10-4. 25 (1H, m) , 7. 08 (1H, d, J = 8. 
8Hz), 7. 26 (2H, d, J = 8. 5Hz), 7. 28 (1H, d, J=16. 9Hz), 7. 49 (1H, d, J 
= 16. 9Hz), 7. 64 (2H, d, J = 8. 5Hz), 7. 79 (1H, dd, J = 8. 8Hz, 2. 3Hz) , 
8. 15(1H, d, J = 2. 3Hz) 0 
[0740] ESKLC/MS^v 5 ^^— K)m/z 424 (M + H + ) ;f£#H#FH 3. 72#(SS5i 

[0741] [^»!l2-2-6] 

N-[2-(2-tKndrV^h^r V) -^;V\-A-*V*r 5^-3- [ (E) -2- (4-^dd7x 
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[0742] Wbl52] 



I 




[0743] HJfef?!jl-2-3XaC^fE«c»^m^^#»mf^-e\ H»>|2-2-lX@B-e#&> 
ttfc4-^h^>-3-[ (E) -2- tf^/V] ^,ft#^£2 

[0744] ESI (LC/MS^^7^-K) m/z 426 (M + H + ) ;^#R#P^ 3. 09^(ift3g 

[0745] [^ifef?!l 2-2-7] 

3-[ (E) -2- (4-^no7xx/V) tf ~/V]-4-^hdr^— <^XT5K ({[^^2-2-7 

[0746] Mkl53] 



I 




[0747] ISA 

3-[ (E) -2- (4-^nn7x^) If ^/V]-4-^hdri/-^.&#^3i^/KD|^M 
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[0748] Mb 154] 



I 




[0749] mifcM2-2-lXmAKmM.<D]fmbm^(DWii¥X\ (4-^DD^y^)^*y 
[0750] 'H-NMR (400MHz, CDC1 ) 8 1. 41 (3H, t, J = 7. 2Hz) , 3. 98 (3H, s) , 4 

3 

. 38(2H, q, J=7. 2Hz) , 6. 92(1H, d, J = 8. 8Hz) , 7. 15(1H, d, J=16. 4H 
z), 7. 32(2H, d, J = 8. 8Hz), 7. 41 (1H, d, J=16. 4Hz), 7. 47(2H, d, J = 
8. 4Hz), 7. 95 (1H, dd, J = 8. 8Hz, 2. 4Hz), 8. 26 (1H, d, J = 2. 4Hz) Q 

[0751] 

3-[ (E) -2- (4-^on7x^) t^;V]-4->b^rV-glf 
[0752] Mbl55] 




[0753] mmm2-2-umBiz.wM<DM^mtmm<Dmi¥^ x@A-e#^^3-[( 

E)-2-(4-^no7i^) fc^/V]-4-^h^>-^S#^^/V£fflV^^cUt 

o 

[0754] 1 H-NMR(400MHz, DMSO-d ) 6 3. 94(3H, s) , 7. 15 (1H, d, J = 8. 8Hz 

6 

), 7. 30(1H, d, J=16. 6Hz), 7. 43(2H, d, J = 8. 4Hz), 7. 43(1H, d, J=l 
6. 6Hz), 7. 64 (2H, d, J = 8. 4Hz) , 7. 88 (1H, dd, J = 8. 8Hz, 2. 1Hz), 8. 
20 (1H, d, J = 2. lHzK 12. 8 (s, 1H) 0 
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[0755] ESI (LC/MS^T^^-K) m/z 289, 291 (M + H + ) ;{£#B#P^ 4. 00ft 
[0756] X^C 

3-[ (E) -2- (4-^PP7i^/V) fcf ^/V]-4-^hdri/-^>-XT5K(DpM 
[0757] Wbl56] 




[0758] ^ife^!|l-2-lX©G^fB«^M5t^i!l^#(D^-C\ X@B-C#btbfc3-[ ( 

E)-2-(4-^nn^^^/V)tf^/V]-4-^h^>-^S#^^^b7c 0 
[0759] 'H-NMR (400MHz, CDC1 ) 5 3. 92(3H, s) , 7. 10(1H, d, J = 8. 8Hz), 7 

3 

. 30(1H, d, J=16. 2Hz), 7. 43(2H, d, J = 8. 6Hz), 7. 43(1H, d, J = 16. 2 
Hz), 7. 61 (2H, d, J = 8. 6Hz), 7. 83 (1H, dd, J = 8. 8Hz, 2. OHz) , 7. 93 ( 
1H, brs), 8. 21 (1H, d, J = 2. 0Hz) o 
[0760] ESKLC/MS^VtV:^— K)m/z 288, 290(M + H + ) ;t^#B#^ 3. 48# 

[0761] [HJfef?!l2-2-8] 

3-[ (E) -2- (4-^nn^oi^/V) -t'-/V]-4-^hdr^-N-^f/V-^yX75K ( 
^^2-2-8) (DWm. 
[0762] Mkl57] 




[0763] 



;J60!I 1-2-lXgG KW&cnm&frmt mm<Dmi¥^3- [ (E) -2- (4-^n n:7 
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[0764] 'H-NMR (270MHz, CDC1 ) 5 3. 02 (3H, d, J = 4. 6Hz) , 3. 92 (3H, s) , 6 

3 

. 16(1H, bs), 6. 90(1H, d, J = 8. 6Hz) , 7. 12(1H, d, J=16. 1Hz) , 7. 32( 
2H, d, J = 8. 6Hz), 7. 40(1H, d, J=16. 1Hz), 7. 45(2H, d, J = 8. 6Hz) , 7 
. 65 (1H, dd, J = 8. 6Hz, 2. 3Hz), 8. 01 (1H, d, J = 2. 3Hz) c 

[0765] ESI (LC/MS^^y^-K) m/z 302 (M + H^ ;##B#Fb1 3. 3l5HiM 
WLW-W^Wy^A— <7)^#3) „ 

[0766] [Hife#!|2-2-9] 

3-[ (E) -2- (4-^nn7i^) -t^/V]-N-^/k-4-^h^-^^XT^K ( 

[0767] [^ 158] 




[0768] Hlfef?!jl-2-3Xec^fBig(Z)^^fei:rRl#(Dm^-e3-[ (E)-2-(4-^nn7 

^-/V)tf^/V]-4-^h^^-^S#^i:^^-/VT^^^^^^Lfc 0 
[0769] 'H-NMR (270MHz, DMSO-d ) 8 1. 14 (3H, t, J = 7. 2Hz), 3. 30 (2H, d 

6 

q, J = 7. 2Hz, 6. 9Hz), 3. 91 (3H, s) , 7. 11 (1H, d, J = 8. 6Hz) , 7. 27(1H 
, d, J=16. 5Hz), 7. 43 (1H, d, J = 8. 6Hz) , 7. 44 (1H, d, J=16. 5Hz) , 7. 
44 (2H, d, J = 8. 6Hz), 7. 62 (2H, d, J = 8. 6Hz) , 7. 80 (1H, dd, J = 8. 6Hz 
, 2. 3Hz), 8. 16(1H, d, J = 2. 3Hz) , 8. 42(1H, bt, J = 5. 3Hz) Q 
[0770] ESKLC/MS^v 5 ^^— K)m/z 316, 318 (M + H + ) ;^#B#P^ 3. 81# 

[0771] [^Jfef?!l2-2-10] 

3-[ (E) -2- (4-^nn7x^/V) -\f^;V\-\<i-^u^<^;V-A- 
th^-' <^XT^K (^1^32-2-10) <D$g3£ 
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[0772] Mfcl59] 




O. 



H 



CI 



fry 



[0773] mMMi-2-3i:ncKmM<DwmjTmbmm<7>mi¥x*3-i (e)-2-(opo7 

[0774] 'H-NMR (270MHz, DMSO-d ) 5 1. 42-1. 61 (4H, m) , 1. 61-1. 80(2H 

6 

, m), 1. 80-1. 95(2H, m) , 3. 91 (3H, s) , 4. 21-4. 26(1H, m) , 7. 10(1H 
, d, J = 8. 8Hz), 7. 28 (1H, d, J=16. 5Hz) , 7. 43 (2H, d, J = 8. 5Hz) , 7. 4 
3(1H, d, J=16. 5Hz), 7. 63 (2H, d, J = 8. 5Hz), 7. 81 (1H, dd, J = 8. 8Hz 
, 2. OHz), 8. 14(1H, d, J = 2. OHz) , 8. 21 (1H, bd, J = 7. 2Hz) G 
[0775] ESI (LC/MSJK^7^-K) m/z 356, 358(M + H + ) ;{£^0#P^ 4. 20 

[0776] [HJi^|2-2-ll] 

3-[ (E) -2- (Ona7 xl~;V) -If n /V]-N-^^n7 P nt°/V-4-^h^r^-^<^X 
T5K (^^2-2-1 1) <D$gi£ 
[0777] Mb 160] 



[0778] HW!jl-2-3X@C^|E*^M5t77&^[Kl#^^-e3-[ (E)-2-(4-^nn7 

^-/V)^-/V]-4-^h^^-^SW^^v / ^n^°/Vt7VT^^^'a'^Lfc 0 
[0779] 'H-NMR (270MHz, DMSO-d ) 6 O. 50-0. 62 (2H, m) , 0. 62-0. 78 (2H 

6 

, m), 2. 74-2. 92 (1H, m) , 3. 91 (3H, s) , 7. 10 (1H, d, J = 8. 7Hz), 7. 25 
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(1H, d, J = 16. 5Hz), 7. 43 (1H, d, J = 16. 5Hz), 7. 44 (2H, d, J = 8. 6Hz) 
, 7. 62(2H, d, J = 8. 6Hz), 7. 78(1H, dd, J = 8. 7Hz, 2. 2Hz), 8. 12(lH, 
d, J = 2. 2Hz), 8. 37(1H, bd, J=4. 0Hz) o 
[0780] ESKLC/MS^v 5 ^^— K)m/z 328, 330(M + H + ) ;^#0#P^ 3. 82# 

(m mm^ti^h^v^H— <^^#3) o 

[0781] [^»!l2-2-12] 

3-[ (E) -2- (4-^dd7i^) -tf ^/V] -4-^ h^ri/-N- ( \-^Y^y^;V-zf 
ntVV)-^^XT5K(^^2-2-12) 
[0782] Mkl61] 




[0783] HJfef?!jl-2-3XaC^fE«c»M3t^fe^^#»^-e3-[ (E)-2-(4-^no7 

^-/V)lf-/k]-4-^hdf-iy-^S#^i2-T5y-l-^h^^^^^^L^ 0 
[0784] 'H-NMR (270MHz, CD OD) 8 0. 98 (3H, t, J = 6. 6Hz) , 1. 48-1. 80(2 

3 

H, m), 3. 37 (3H, s) , 3. 40-3. 56 (2H, m), 3. 94 (3H, s) , 4. 11-4. 25(1 
H, m), 7. 05(1H, d, J = 8. 6Hz) , 7. 22(1H, d, J=16. 7Hz) , 7. 33(2H, d 
, J = 8. 5Hz), 7. 46 (1H, d, J=16. 7Hz) , 7. 51 (2H, d, J = 8. 5Hz) , 7. 78 ( 
1H, dd, J = 8. 6Hz, 2. 3Hz), 8. 13 (1H, d, J = 2. 3Hz) Q 
[0785] ESI (LC/MSiK^T^7^-K) m/z 374, 376(M + H + ) ;i£#H#P^ 4. 02# 

[0786] [Hifef?!l2-2-13] 

3-[ (E) -2- (4-^nn7x^) -tf^/W]-N-[2- -cc^- 
/V]-4-^hdr^— <^XT5K Ut&m2-2-l 3) OSjt 
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[0787] Mbl62] 




o 



.OH 



CI 



[0788] mMMl-2-3JinCKmM<DWmjTmbmm<7>mi¥X*3-l (E)-2-(4-^do7 

'H-NMR (270MHz, CD30D) 8 3. 54-3. 73 (8H, m) , 3. 95 (3H, s) , 7. 0 
6(1H, d, J = 8. 8Hz), 7. 23 (1H, d, J = 16. 8Hz), 7. 34 (2H, d, J = 8. 2Hz) 
, 7. 46 (1H, d, J=16. 8Hz), 7. 53 (2H, d, J = 8. 2Hz) , 7. 78 (1H, dd, J = 8 
. 8Hz, 2. 1Hz), 8. 13(1H, d, J = 2. lHz) Q 
[0789] ESI (LC/MSJK^7^-K) m/z 376, 378(M + H + ) ;{£#B#P^ 3. 37ft 

[0790] [Hife^!l2-2-14] 

4-^n^-3-[ (E) -2- (4-^cin^ji^/V) -tr^/V]-^<^XT5K (^-^#/2-2- 

[0791] Mb 163] 



[0792] Hn.A 

4-^n^-3- [ (E) -2- (4-^n n y^^V) -tf^/V] -$ff^f/K^ll 




NH 2 
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[0793] Mbl64] 




[0794] mmm2-2-umAiz.mm<DM:^mtmm(Dmi¥x\ 

[0795] ESKLC/MS^v?^^— K)351, 353 (M + H + ) ;^#H#^ :4. 77^(^M 
[0796] X^B 

4-^n^-3-[(E)-2-(4-^nn7^^/V)-t^/V]-^S#^0|iM 
[0797] Wbl65] 




[0798] ^Sfef?!j2-2-lX@BfB«(DMit^^^lWI#(Z)mf^-e\ X@A-e#fb;Tlfc4-:/n 

^-3-[(E)-2-(4-^nn^ ; n^7V)-tf^/V]-^m#^^/^^^b^: 0 
[0799] 'H-NMR (270MHz, DMSO-d ) 8 7. 37 (1H, d, 16. 2Hz), 7. 45 (1H, d, 

6 

J=16. 2Hz), 7. 48 (2H, d, J = 8. 6Hz), 7. 72 (2H, d, J = 8. 6Hz), 7. 76-7 
. 84(2H, m), 8. 32(1H, d, J = 2. 0Hz) , 13. 32(1H, bs) Q 

[0800] nmc 

4-^n^-3-[ (E) -2- {A-^nny^/V) -tf^/V]— O-XT^K Wb-^2-2- 
14)OMM 
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[0801] Mb 166] 




[0802] mmm2-2-ixmc\z.wm(Dm^mtmm(Dm^. i@B-c#e>tb^4-^ 

[ (E) -2- (Odp7i^/V) -tr ~>V\ -^MMmfrh&tfZVfCo 
[0803] 'H-NMR (400MHz, CD OD) 8 7. 26 (1H, d, 16. 1Hz), 7. 39 (2H, d, J = 

3 

8. 8Hz), 7. 50(1H, d, J=16. 1Hz), 7. 59(2H, d, J = 8. 8Hz) , 7. 65(1H, 
dd, J = 8. 3Hz, 1. 9Hz), 7. 72(1H, d, J = 8. 3Hz) , 8. 27(1H, d, J = l. 9Hz 

). 

[0804] ESULC/MS^Kv 5 ^^^— K)336, 338 (M+H + ) ;{£#B#Pb13. 78ft(MMfflL 

[0805] [Hii^!|2-2-15] 

3-[ (E) -2- (4-^nn7i=/V) -If ^;V]-4-V7/^yX7^K (^-£^2-2-1 5 

[0806] Mb 167] 




[0807] ^Jfe^!|l-l-lXaD^|B«(D^^&i:l^#(D^T\ HJfe0t|2-2-14-C#e> 
tLfc4-^n^e-3-[ (E) -2- (4-^nn7x=/V) -tf^/V] — <^XT5K^^^^E 

[0808] 'h-NMR (270MHz, DMSO-d ) 8 7. 42 (1H, d, 16. 4Hz), 7. 52 (2H, d, 

6 

J = 8. 4Hz), 7. 64(1H, d, J=16. 4Hz) , 7. 71 (2H, d, J = 8. 4Hz) , 7. 76(1 
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H, bs), 7. 89 (1H, dd, J = 8. 3Hz, 1. 3Hz), 7. 97 (1H, d, J = 8. 3Hz) , 8. 2 
8(1H, bs), 8. 45 (1H, d, J=l. 3Hz) 0 
[0809] ESI(LC/MSJf?S^7vf:AE-— K)324, 326(M + H + ) ;{fc}#B#|S|3. 44ft(^Mw 

[0810] [H»!l2-2-16] 

4-p*HfV-N-[l, 2, 4]MJTy^/V-4-^/V-3-[(E)-2-(4-MJ^/V^-n^h^ 
v^o^/V) -tf~/V] -O-XT^K (^-^^2-2-16) (DMit 
[0811] Mbl68] 



[0812] mmmi-2-3XMcicmM<D^mtmm(Dmi¥x\ mmm2-2-ixMBxmh 

tltl4-^h^y-3-L (E) -2- (4-hy^/k^-n^hdr^^^^) If ^/V] ^:S#^4 

-r^y-i, 2, 4-hyrywv^ibi^cUho 

[0813] ESKLC/MS^v?^^— K)m/z 405 (M + H + ) 2. 75ft(mM 

[0814] [H»!l2-2-17] 

4-^h=ari/-N-t°ny> ? V-l-^/k-3-[ (E) -2- ^-hy^/i^-ny^^^/v) 
-t-^/V] -<>-XT5K (^^2-2-1 7) (DMit 
[0815] Mbl69] 



[0816] mmmi-2-3TMc\zMmco^mtn^(Dm¥x\ -mmm2-2-iTMBxnh 
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flfc4-^b^y-S-l (E) -2- (4-Yy~7;V3rn^y^~7^~SV) fc^/k] ^M^r^ktl 

[0817] ESKLC/MS^V^^— K)m/z 407 (M + H + ) ;i£#fB#FH 2. 44#(iiS5£ 

[0818] [H»!l2-2-18] 

4-*HfV-3-[ (E)-2-(4-MJ7/V^-n^hdri/7ai^/V)-t^/V]^S#^ N' 
— <^/vtK5^K (^#32-2-18) oMit 

[0819] Mb 170] 




[0820] mmmi-2-3T.mcKmm<D^mtmm:(Dm¥-z\ mm^^^-umB-cmb 

^tf'4-^hdr^-3-[ (E) -2- (4-hy^/k^-n^hdf-v/^^-y^) - yk] 

[0821] ESKLC/MS^VtV:^— R)m/z 443 (M + H + ) 3. 575MSj3S 

^f^n^b^^f— <^)^#2) o 
[0822] [HM?!l2-2-19] 

4-^h=ari/-3-[ (E)-2-(4-hy^/V^-n^h^^;n^/V)-lf N' 

- (2, 2, 2-MJ ^/V^nn^VV) fch*9-^K (^-^^2-2-1 9) (DMia 
[0823] Wbl71] 




[0824] 



mmi-2-3TMcKmm<D^mtmm:(Dm¥-£\ nifef?!i2-2-ix@B-e#^ 
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flfc4-^b^y-S-l (E) -2- if ^S#^£2 

, 2, 2-hy^/V^-n^^/VtK^v ? ^^'^^bf- 0 

[0825] ESKLC/MS^VtV:^— R)m/z 435 (M + H + ) ;^:^B#^ 3. 57^(i^5S 

[0826] [Hife^ 2-2-20] 

4-^h^r^-N-t 0 y ^y-4-Wf;W3-[ (E) -2- (4-hy^/V^-n^h^ri/^^ 
-;V) -tf ^/V]— O-XT^K ({b^^l2-2-20) 
[0827] Wbl72] 



[0828] HJfef?!jl-2-3X@C^fEicO*-m^^#®^T:\ Hifef?!|2-2-lX@B-e#6> 
ttf'4-p<h^v/-3-[ (E) -2- (4-hy^/k^-n^hdr^^^^) tf ^/V] ^:S#^4 

[0829] ESKLC/MS^v?^^— K)m/z 429 (M + H + ) 2. 675>(Sj3S 

«#:^n^h^7^^— <D^#3) o 
[0830] [»J 2-2-21] 

N- (2-^TV^/V) -4-^Hp-->-3-[ (E) -2- (4~hy ^/V^n^ h^rv^^/V) 

-If -/v]^<^XT5K ttbl^2-2-21) (DMit 
[0831] Mkl73] 



[0832] mmmi-2-3imcKmm<D^mtmm:(Dmi¥^\ nife#!i2-2-ix@B-e#^ 
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flfc4-^b^y-3-l (E) -2- (4-Yy~7;V3rn^y^~7^~SV) fc^/k] ^S#^£3 
[0833] 'H-NMR (270MHz, CDC1 ) 8 2. 70(2H, t, J = 6. 0Hz) , 3. 66(2H, q, J = 

3 

6. OHz), 3. 87(3H, s), 6. 86 (1H, d, J = 8. 6Hz), 7. 09(1H, d, J=16. 5H 
z), 7. 13(2H, d, J = 8. 9Hz), 7. 33(1H, d, J=16. 5Hz) , 7. 47(2H, d, J = 
8. 9Hz), 7. 60(1H, dd, J = 8. 6Hz, 2. 3Hz) , 7. 97(1H, d, J = 2. 3Hz) Q 
[0834] ESKLC/MSJtfv^:/^— K)m/z 391 (M + H + ) ;{£#B#Pb1 3. 42^(rM 

[0835] [Hife#!|2-2-22] 

4-^ h^^-N- ( 2-^ v^^^/V) -3- [ (E) -2- 
) -t^;V]^yX7?K Wfr8^»2-2-22) (DB8k 
[0836] Mb 174] 




[0837] ^|fe^|l-2-3X©C^fB«(D^i:|^#(D^T\ MMM 2-2-1 X@BT?#fe 
^c4-^h^riX-3-[ (E) -2- (4-MJ7/^n^h^>7ai^/V) fcf ^/V] ^fr#^£2 

[0838] ESI (LC/MS#^T^f7^-K) m/z 396 (M + H + ) ;{£#B#Pb1 3. ASftimM 

[0839] [HiM#'!|2-2-23] 

N- (2-t:Kndri/m^-/v) -4-^^-3-^ (e) -2- (4-hy^/V^-ci^h^^^ 
/v) -t?~/>]— ^yXr$K (^b-^^2-2-23) coM3s 
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[0840] Mb 175] 



I 




[0841] mmmi-2-3jmcKmm<D^mtmm(Dmi¥x\ nife#!i2-2-ix@B-e#e> 

tLfc4-^h^-3-[ (E) -2- (4-hV7/P$-v*h^7^^) tr ^/V] ^m#^^2 

[0842] ESKLC/MS^v 5 ^^— K)m/z 382 (M + H + ) ^^BtPtg 3. 085>(Sj3S 

[0843] 2-2-24] 

N- (2-tKn^V-l , 1-tT ^-fcKndrv-^/V-^^vV) -4-^ h^^-3-[ (E) -2 
- {A-Y))y;V^m^Y^y^/V) -\f^;V\-*OXT^\ ( (>ffrg-$f2-2-24) ©Stag 
[0844] Mb 176] 




[0845] Hlfef?!jl-2-3X@C^fE<c©^m^^#(D^-C\ Hife#!j2-2-lXmB-e#&> 
tbf'4-^ h=3r^-3-[ (E) -2- (4-hU :7/l^-£^ Har^rnrvk) If =^>V~\ ^M^WtY 

[0846] ESI (LC/MS^T^^'^e-K) m/z 442(M + H + ) ;i%W£f?$ 3. 37ft(mM 

[0847] [H»!l2-2-25] 

N- (2, Z-x^Wn^-y nt°/V) -4-^ h^^-3-[ (E) -2- (4-hy^/V^-n^ hdf- 
v^^/V) -tr r:;H^<yX7^K (^^2-2-25) <D$Kt 
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[0848] Mb 177] 



I 




[0849] mmmi-2-3jmcKmm<D^mtmm(Dmi¥x\ nife#!i2-2-ix@B-e#e> 

tLfc4-^h^-3-[ (E) -2- (4-hV7/P$-v*h^7^^) tf ^/V] ^,ft#^3 
[0850] 'H-NMR (270MHz, DMSO-d ) 6 3. 20-3. 30 (1H, m) , 3. 30-3. 50 (3H 

6 

, m), 3. 60-3. 75 (1H, m) , 3. 92 (3H, s) , 4. 61 (1H, t, J = 5. 6Hz), 4. 85 
(1H, d, J=4. 6Hz), 7. 13 (1H, d, J = 8. 5Hz) , 7. 30-7. 50 (4H, m) , 7. 72 
(2H, d, J = 8. 9Hz), 7. 82(1H, dd, J = 8. 5Hz, 2. 0Hz) , 8. 21 (1H, d, J = 2 
. OHz), 8. 41 (1H, bs) 0 

[0851] ESI (LC/MStK^7^-K) m/z 412 (M + H + ) 3.33^(^1 
^ttvh^577>f- 0>&#l)o 

[0852] IMMM 2-2-26] 

N- -4-^hdr>-3-[ (E) -2- (4-hU 

7/Vtt*\<**S7=^/l>)-\£ ^/k]-^>->CT5K Wb^2-2-26) (£>$l3t 

[0853] Mb 178] 




[0854] mmmi-2-3XMcKmM(D^mtmm<Dmi^x\ mmim-2-inmBxnb 

tlfcA-*h*i/-3-l (E) -2- (4-hy^/V^-n^hdr^^^/k) tf ^/V] ^S#^ir2 
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[0855] ESI (LC/MS^^^-K) m/z 412 (M + H + ) ;i^B#|Hj 3. 29ft(mM 

[0856] [Hifef?!l2-2-27] 

N- -4-^h^y-3-[ (E) -2- {A-Y^/V^rn^ 

Y^7zr.^;V) -tf <yXnK (ib^^)2-2-27) OjKat 
[0857] Wbl79] 



[0858] ^Jfe^!|l-2-3XmClclfB«CD^&ir|^#0^-t:\ HJfe0!l2-2-lX5|§B-C#£> 
^c4-^h=3rv'-3-[ (E) -2- tf ^i.#B6£ ( 

± ) -2-T5/-l-:/n./ V— /l^fe-S^Ut, 

[0859] ESI (LC/MStK^7^-K) m/z 396 (M + H + ) 3. 2lft(MM 

[0860] [HJfe^a 2-2-28] 

N-{2-[2-(2-tKi3^-^h^)-^b^>]-^^-/V}-4-^h^>-3-[(E)-2 
- (4-hy^/V^-n^h^ri/^^^/V) -tT ^/V]— <yX7?K (^^2-2-28) C0M3s 
[0861] Mb 180] 




[0862] mmmi-2-3XMcKmM(D^mtmm<Dmi^x\ h»!J2-2-ix©b-c#^ 

^c4-^h=3rv'-3-[ (E) -2- ^-hy^/V^n^h^^rvV) tf^/V] ^S#^ir2 
-[2-(2-fcK^dr^h^r^)^h^^]^/^T5^^^b^ 0 
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[0863] ESI (LC/MS^T^^-K) m/z 470 (M + H + ) ;i^B#|Hj 3. 43ft(mM 

[0864] [M1&M2-2-2&] 

N- ( l-^n^iy^;V-^ny°vi\i 0 ;V^Y^) -4-^h^rv--3-[ (E) -2- (4-hV 

[0865] Wbl81] 



[0866] mmmi-2-3XMc^mm.(Difmtmm<Dm^\ ^»!J2-2-ix©b-c#^ 

thft4-^h^y-3-l (E) -2- tf ^&#&£0 

[0867] ESI (LC/MStK^7^-K) m/z 438 (M + H + ) 3. 64 ft (MM 

[0868] IMMM 2-2-30] 

3-[ (E) -2- (2-7/^071=^) -If =/V]-4-^b^^^<^XT5:K (i^^)2-2 
-30) (Z)§^t 
[0869] Mb 182] 



[0870] TJSA 

3-[2- (2-y;v^rxi-7^;v) -t^/H^-^h^^SW^^/^MM 
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[0871] Mfcl83] 




o 



[0872] xKy^r— m.Wh])y^/^^y-(>l. Og(Fluka|±Bk CAS#^-39319-ll-4) 
hy^3i=/l>*C^*J^^a*KSrfl5ibfeo ^<D?1bl44mg&mMm 1-2-1 XgC 

mTkmmi-hvv^swm, sm^mmrmm^t-o mm^umrm^u 3-12- 

(2-^ /P^Ttiy ^^/k)-tr^/k]-4-yh^r^m#^^/k33mg (80%) £#fc 0 
[0873] ESKLC/MS^VtV:^— R)m/z 287 (M + H + ) ;{£^R#Rg 3. 67^(fij3S 

[0874] XJSB 

3-[ (E) -2- (2-^/V^-n^^^/V) -tf ~/V]-4-^ F^v^<yXT^KOlS 
[0875] Mb 184] 



[0876] X@A-C#ibtWc3-[2- (2-^/V^-n^^/V) -tf ~/V]-4-^h3f 

5VV30mg^Eife^*3mU^j?U a^^Smg^Px.T, 0 flW^b 
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fc 0 Kmrnm^mm^^^u m^mmm-rhv^^mm. ^^mu 

^hV&JrtmkVtto ^^x^y-/K^i, »ffiT$£*U 3-[(E)-2-( 
2-y/V^-ny^^/V)-t^/V]-4-yhdr^^<yXT5Kl4mg (51%) ^#fc Q 
[0877] ESKLC/MS^Kv^W^— K)m/z 272 (M + H + ) ^^B^ 2. 845> (iSS 

[0878] [^Jfe^l 2-2-31] 

N-(2, 4-v ? tKndf-^y^/k)-4-yh^r^-3-[ (E)-2-(4-hy7/l>^-n^h^^ 
7x^/V) tf-/V]^XT5:K (>fb^2-2-31) 
[0879] Mb 185] 



[0880] Wfcm2-2-l X©B-C#^tLfc4-yhdri/-3-[ (E) -2-(4-MJ7/^n^hdfi/ 
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mg£4-T5/-3-fcKn^g&^100mg&2mL<DN, N-^^/V^/VAT^K^^ 
MVfto ~<DWWi\Z.N, N-v ? -ry^°titVk^/kT^^293 J uL^Px., ^M~?— life 

-{4-^h :3 rv'-3-[ (E) -2- ^-hy^/V^n^h^i^^/V) tf ^>W/VT5 
/}g§^55mg (22%) ^#fc 0 
[0881] r^-e#^^3-tKndrv'-4-{4-ybdry-3-[ (E)-2-(4-hy^/^nyh^v^ 
y^rvV) tf^/V]^^yV/VT$y}g§^27mg^N-y^7V^/V^y>^15 L^S* 
#H^iT3mL(D^h9tKny^^^^fi|$^:, -15°C^^*Pbfc 0 i(D^?S^yinti 

SM^n^b^^-lrlfMU N-(2, 4-^tK£^v^^/V)-4-y.h3->-3 
-[(E) -2- (4-hyy/V^-nyhdrv/y^/V) tf ^/V]-4-^yXT5:K21m g (78%) 

[0882] 1 H-NMR(400MHz, DMSO-d ) d 1. 40-1. 52(1H, m) , 1. 56-1. 68(1H 

6 

, m), 3. 19-3. 40 (4H, m) , 3. 45-3. 60 (2H, m) , 3. 70-3. 80 (1H, m) , 3 
. 92(3H, s), 7. 12(1H, d, J = 8. 6Hz) , 7. 33(1H, d, J=16. 6Hz) , 7. 37(2 
H, d, J=8. 5Hz), 7. 45(1H, d, J=16. 6Hz) , 7. 72(2H, d, J=8. 5Hz), 7. 
83 (1H, dd, J = 8. 6Hz, 2. 1Hz), 8. 20(1H, d, J = 2. 1Hz), 8. 36(1H, bt, J 
= 5. lHz) 0 

[0883] ESKLC/MS^v 5 ^^— K)426(M+H + ) 3. 27#(iiS5i?gfk? 

n-rh^97>r— <D#%#1) 0 
[0884] [Hife#!|2-2-32] 

4-p»Hf-V-3-[ (E)-2-(4-hy^/V^-nyhdriyy J i^/V)-t^/V]-N-( (2S, 3 

S)-2, 3, 4, -hytKti^-y^/V)"<yXT5K(^^2-2-32)(DMit 
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[0885] Mb 186] 




o 



[0886] mmmi-2-3jmcKmm<D^mtmm(Dmi¥x\ nife#!i2-2-ix@B-e#e> 

tbfc4-^h^-3-[ (e) -2- {4-yy~7/vJrxi*y^-7^7v) ^MMmt ( 

2S, 3S)-4-T^y-l, 2, 3-7ffyhV$-— /KCAS3£©:#-^: 168113-19-7)^ 
[0887] 'H-NMR (270MHz, DMSO-d ) 8 3. 24-3. 35 (1H, m) , 3. 38-3. 47 (4H 

6 

, m), 3. 67-3. 72 (1H, m) , 3. 91 (3H, s) , 4. 42-4. 46 (2H, m) , 4. 54 (1H 
, d, J = 5. 9Hz), 7. 11 (1H, d, J = 8. 8Hz), 7. 30-7. 37(3H, m) , 7. 43(1H 
, d, J=16. 6Hz), 7. 71 (2H, d, J = 8. 8Hz) , 7. 82 (1H, dd, J = 8. 8Hz, 2.4 
Hz), 8. 19(1H, d, J = 2. 4Hz), 8. 39(1H, t, J = 5. 9Hz) c 
[0888] ESKLC/MS^v?^^— K)m/z 442(M + H + ) ;i^#B#^ 2. 35<ft(MMW 

[0889] [Hife^"!l2-2-33] 

N- (2, 3-\?MYv^-zfn}?;V) -4-^h=¥iX-3-[ (E) -2- (4-^no7x^;V) - 

[0890] Mb 187] 



[0891] mfi^l-2-3XSCt!l|Bft<0^«fei:lnl#©Jftf^e, 2-2-7 X@B-C#£> 

tL^4-^h^^-3-[ (E)-2-(4-^oo7i-/V) If ^/V]^&#^£3-T^/-l, 2 
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[0892] 'H-NMR (270MHz, DMSO-d ) 8 3. 18-3. 24(1H, m) , 3. 30-3. 44(3H 

6 

, m), 3. 62-3. 67(1H, m) , 3. 91 (3H, s) , 4. 58 (1H, t, J = 5. 9Hz) , 4. 83 
(1H, d, J=4. 9Hz), 7. 11 (1H, d, J = 8. 8Hz) , 7. 29(1H, d, J=16. 6Hz), 
7. 41-7. 45(3H, m) , 7. 61 (2H, d, J = 8. 8Hz), 7. 82(1H, dd, J = 8. 8Hz, 
2. 0Hz), 8. 19(1H, d, J = 2. 0Hz) , 8. 38(1H, t, J = 5. 6Hz) Q 

[0893] ESKLC/MSaKi^-f^— K)m/z 362, 364(M + H + ) ;{£#B#P^ 3. 105> 
(fl53S?R^n^h^977>r— O^#l)o 

[0894] [HJfe^a 2-2-34] 

N- (2-tKndriX-l-tKndr^^/V-^^/v) -4-^3^-3- [ (E) -2- (4-^n 
n^^^/V) -fcf -/V] -O-XT^K Uk&$02-2-34) (DM^ 

[0895] Mb 188] 




[0896] ^|fe^|l-2-3X©C^fB«(D^i:|^#(D^-e, H3fe#!|2-2-7X©B-e#£> 
^7t4-^h^ri/-3-[ (E)-2-(4-^nn7x^) fc^/V]^ft»#^2-T5/-l, 3 

[0897] 'h-NMR (270MHz, DMSO-d ) 6 3. 54 (4H, t, J = 5. 9Hz), 3. 92 (3H, s 

6 

), 3. 98(1H, dt, J = 8. 1Hz, 5. 9Hz) , 4. 66 (2H, t, J = 5. 9Hz), 7. 11 (1H, 
d, J = 8. 8Hz), 7. 29 (1H, d, J=16. 6Hz), 7. 41-7. 45 (3H, m) , 7. 62 (2H 
, d, J = 8. 3Hz), 7. 83 (1H, dd, J = 8. 8Hz, 2. OHz) , 7. 91 (1H, d, J = 8. 1H 
z), 8. 17(1H, d, J = 2. 0Hz) o 
[0898] ESI (LC/MSjK^^^-K) m/z 362, 364(M + H + ) ;ffi:^B#^ 3.07^ 

[0899] [Hife^!l2-2-35] 
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N- -4-^3^-3- [ (e) -2- (4^nn7i^) -tf^/V] 

-O-XT^K (^^2-2-35) 
[0900] 189] 



[0901] mmmi-2-3j:mcicmm(D^mtmm(Dmi¥^\ mMM2-2-7TMB^nt> 

tltc4-^h^-iy-3-l (E) -2- (4-^nn7i^) tf ^/V] ^&#li£2-T5:/^— 
[0902] 'H-NMR (270MHz, DMSO-d ) 8 3. 31-3. 37 (2H, m) , 3. 53 (2H, dt, J 

6 

= 6. 3Hz, 5. 8Hz), 3. 91(3H, s) , 4. 74 (1H, t, J = 5. 8Hz), 7. 11(1H, d, 
J = 8. 8Hz), 7. 29 (1H, d, J=16. 3Hz), 7. 41-7. 45 (3H, m) , 7. 61 (2H, d 
, J = 8. 6Hz), 7. 82(1H, dd, J = 8. 8Hz, 2. 4Hz) , 8. 18(1H, d, J = 2. 4Hz) 
, 8. 39(1H, t, J = 5. 4Hz) 0 
[0903] ESKLC/MS^VtV:^— K)m/z 332, 334(M + H + ) ;^:#0#^ 3. 25# 

[0904] [Hife#U2-2-36] 

N- (2-tKn^i/-l-^^/V-rc^/v) -4-^h^r^-3-[ (E) -2- (4-^nn7x^ 
/V) -tf^/V] ^XT5K (fb-^^2-2-36) (DMit 
[0905] Mbl90] 





[0906] 



mmi-2-3TMcKmm<D^mtmm:(Dm¥-£\ n»!i2-2-7x@B-e#fe 
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tlfc4-^h^>-3-l (E) -2- (4-^oa7^) \f=-;V] ^M^mt ( ± ) 

[0907] ESKLC/MS^VtV:^— R)m/z 346, 348(M + H + ) ;^#B#P^ 3. 36# 

[0908] [H»!l2-2-37] 

3-[(E)-2-(4-^nn^oi^/V)-lf^/V]-4-^h=3r> / -N-((2S ) 3S)-2, 3, 4- 
hy tKndf-iy-^/v) -<^XT5K (^^2-2-37) (DMit 
[0909] Wbl91] 




[0910] mmmi-2-3T.mcKmm<D^mtmm:(Dm¥-z\ nifef?!i2-2-7x@B-e#t> 

^tf'4-^h^v/-3-[ (E) -2- (4-^ati^^/k) tf -/k] got>#^ (2S, 3S) -4- 
T^y-l, 2, 3-y^>hV^T— /KCAS^^#-^:168113-19-7)^^^j^L^ 0 
[0911] 'H-NMR (270MHz, DMSO-d ) 8 3. 24-3. 29(1H, m) , 3. 38-3. 47(4H 

6 

, m), 3. 67-3. 71 (1H, m) , 3. 90 (3H, s) , 4. 41-4. 46 (2H, m) , 4. 53 (1H 
, d, J = 5. 4Hz), 7. 11 (1H, d, J = 8. 8Hz) , 7. 28 (1H, d, J=16. 6Hz) , 7. 4 
0-7. 45 (3H, m), 7. 61 (2H, d, J = 8. 8Hz) , 7. 81 (1H, dd, J = 8. 8Hz, 2. O 
Hz), 8. 18(1H, d, J = 2. 0Hz), 8. 37(1H, t, J = 5. 6Hz) c 
[0912] ESI (LC/MS^T^^-K) m/z 392, 394(M + H + ) ;i£#H#P^ 2.11ft 

[0913] [Hife#!l2-2-38] 

N- (2, 3-^tKndr^-y ntVV) -4-^h^riX-3-[ (E) -2- (4-hU^/V^-n^^- 
/l^^/V) tf^/V] ^O'Xr^K (11^^2-2-38) tf>M3t 
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[0914] Mb 192] 




[0915] XI£A 

4-^3rv--3-[ (e) -2-(4-MJ y/v^-n^/vy^/v) tr-/v] ^cMMWtoMM 

[0916] Mbl93] 




[0917] mmm2-2-iiiuAicmm(D^mtmm(Dmmcx, {A-v^jv^-xi^^^y 

i//V) ^^miy^/^t^Mm 1-2-1 X©C-e#^tLfc3-*/V5/V-4-^hdr^ 
^S#^^-/V^^^$tL?.4-^h^^-3-[ (E) -2- (4-hy^/V^-n^^/V^^ 

[0918] 1 H-NMR(270MHz, CDOD) 6 3. 99(3H, s) , 7. 10(1H, d, J = 8. 6Hz), 

3 

7. 28(1H, d, J=16. 5Hz), 7. 60(1H, d, J=16. 5Hz), 7. 64(2H, d, J = 8. 
6Hz), 7. 73 (2H, d, J = 8. 8Hz), 7. 98 (1H, dd, J = 2. 3Hz, 8. 6Hz) , 8. 30 
(1H, d, J = 2. 3Hz) Q 
[0919] EI-MS (^Kv^:^— K)m/z 322 (M + ) 
ISE 

N- (2, 3-v ? fcKndrv'-7 P cit:VV) -4-^h=ari/-3-[ (E) -2- 
/V^^/v) If ~/V] ^>-XT5 K»1S 
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[0920] Mb 194] 




[0921] mmmi-2-3jmcKmm<D^mtmm(Dmi¥x\ nife#!i2-2-38x@A-e# 

htlf'4-^h^-3-l (E) -2- (4-bV 7/^n^f/V7i^) fc^/V] g?m#^3 
[0922] 'H-NMR (270MHz, CD OD) 8 3. 43(1H, dd, J = 6. 9Hz, 13. 9Hz) , 3. 5 

3 

1-3. 63(3H, m), 3. 80-3. 89(1H, m) , 3. 97(3H, s) , 7. 10(1H, d, J = 8. 
9Hz), 7. 33 (1H, d, J=16. 5Hz), 7. 62 (1H, d, J=16. 5Hz) , 7. 64 (2H, d 
, J = 8. 6Hz), 7. 73(2H, d, J = 8. 6Hz) , 7. 82(1H, dd, J = 2. OHz, 8. 9Hz) 
, 8. 19(1H, d, J = 2. 0Hz) o 
[0923] ESI (LC/MStK^7^-K) m/z 396 (M + H + ) 2. 87 ft (MM 

[0924] [Hife#!l2-2-39] 

N- -4-^hdr>-3-[ (E) -2- (4-hU 

7;Vtn^f^7x^;V) t^;k]^yX7^K (^^^2-2-39) C0M3s 
[0925] Mbl95] 



I 




[0926] mmmi-2-3nmcKmmco^mtmm(Dmi^\ n»!j2-2-38xiiA-e# 

ibtWc4-^h^-3-[ (E)-2-(4-hy^7V^-n^^/V^^^/V) If ~/V]gcS#^2 
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[0927] 'H-NMR(270MHz, CD OD) 8 3. 75 (4H, d, J = 5. 6Hz), 3. 93 (3H, s) , 

3 

4. 19(1H, quint. , J = 5. 6Hz), 7. 09(1H, d, J = 8. 6Hz), 7. 34(1H, d, J = 
16. 5Hz), 7. 57-7. 66 (3H, m) , 7. 72 (2H, d, J = 8. 6Hz) , 7. 84 (1H, dd, 
J = 2. 3Hz, 8. 6Hz), 8. 21 (1H, d, J = 2. 3Hz) Q 
[0928] ESI (LC/MSjK^^^-K) m/z 396 (M + H + ) ;{£#B#|!g 2. 84^(ift31 

[0929] [Hififld 2-2-40] 

N- (2-tKndriX^^/V) -4-^h^rv'-3-[ (E) -2- (4-MJ7/V^-np<^/V7^^ 
/V) -tr^/k] ^yX75K (^-^^2-2-40) <DWm 
[0930] [^ 196] 



I 




[0931] mmmi-2-ttHc\zmm<Dj3mtmm<Dmi?-?, ni^!i2-2-38x$gB-e# 

^>tL^:4-^h d ri/-3-[ (E) -2-{4-YV7 Mu^/V7^/V) tf^/V] ^S#B&£2 

[0932] ESI (LC/MSjK^^^-K) m/z 366 (M + H + ) ;{£#R#Pb1 2. 58#(iiS3£ 

[0933] [HJg#!l2-2-41] 

N-(2-tKndriX-l-^^/V^^7V) — 4— ^h^v'— 3— [ (E) -2- (4-hIJ^7V^-n^ 
^/^^/^-tf^/Vl-O-XT^K Offr^<& 2-2-41) cDMit 
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[0934] Mb 197] 




[0935] mmmi-2-3jmcKmm<D^mtmm(Dmi¥x\ ^#!i2-2-38x@B-e# 

htif'4-^h^y-3-l (E) -2- (4-hV y;v^rn^;vy^;v) tf^/v] ^M^mt ( 
± ) -2-T^y-l-7°ny V — /V^-^Uh 0 
[0936] ESKLC/MS^v 5 ^^— K)m/z 380 (M + H + ) 2. 735>(Sj3S 

[0937] IMMm 2-2-42] 

N-[2-(2-tKndr^^h^>-)-ni^/v]-4-^hdr^-3-[(E)-2-(4-hy^7V^- 
n^/V^^/V) -fc^/V] ^^XT5K (^-^#12-2-42) (DMit 
[0938] Mb 198] 




[0939] mMmi-2-3imcKmm^mtmm(Dmi¥x\ nife#!i2-2-38x@B-e# 

btLf'4-^h^r^-3-[ (E) -2- (4-hy^/k^-ti^^/V^^^/k) fcT^/k] ^ft#^2 

[0940] ESI (LC/MSjK^^-K) m/z 410 (M + H + ) ;^^fR#^ 2. 59#(ffi3S 

[0941] 2-2-43] 

N-(2, 3-^tKn3r:7 0 tit:Vv)-4-^l>3r^-3-[ (E)-2-(4-^n^;n^/v) if 
;V]-4--<yX7^K (^^^)2-2-43) (DMM 
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[0942] Mb 199] 




[0943] X3MA 

3-[ (E) -2- tf ~ /P-]-4-^h^v/^S#^^^/KD|^M 

[0944] Mk200] 




[0945] mi^!|2-2-lX@A^|B«(D^-^i: HHH^S^T? (A-y*n^-<^J/V) ttXfrls 

m^^tmmm 1-2-1 x@c-e#^^c3-*/v5/v-4-^h^^a#^^- 

[0946] 'H-NMR(400MHz, CDC1 ) 6 1. 41 (3H, t, J = 7. 3Hz) , 3. 95 (3H, s) , 4 

3 

. 38(2H, q, J=7. 3Hz), 6. 92(1H, d, J = 8. 6Hz), 7. 13(1H, d, J = 16. 6H 
z), 7. 41 (2H, d, J = 8. 5Hz), 7. 42(1H, d, J=16. 6Hz), 7. 48(2H, d, J = 
8. 5Hz), 7. 96 (1H, dd, J = 8. 6Hz, 2. 1Hz) , 8. 26 (1H, d, J = 2. lHz) c 
[0947] ESI(LC/MS^>7V:/^E— K)361, 363(M + H + ) ;|^#U#^4. 12ft(mMm 

[0948] X^B 

3-[ (e) -2- wai^/v) \f^-/^-4-^h^y^M^mcomM 
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[0949] Mfc201] 




O. 



OH 



Br 



[0950] mmm2-2-ixMBKmm<Djfmtmm(Dmi¥x\ x@A-e#btbfc3-[(E)-2 

[0951] 'H-NMR (400MHz, DMSO-d ) 5 3. 94(3H, s) , 7. 15(1H, d, J = 8. 6Hz 

6 

), 7. 29(1H, d, J=16. 6Hz), 7. 44(1H, d, J=16. 6Hz) , 7. 56(2H, d, J = 
9. 8Hz), 7. 58 (2H, d, J = 9. 8Hz) , 7. 88 (1H, dd, J = 8. 6Hz, 2. OHz) , 8. 
21 (1H, d, J=2. lHz)12. 75 (1H, bs) G 
[0952] ESI(LC/MS>tfi>7M^e— K)333, 335 (M + H + ) ;{5j^B#5g3. 15^Hr^3S^ 

[0953] X3SC 

N-(2, 3-^fcKn3r:^nlf/V)-4-j*h3^-3-[ (E)-2-(4-7'n ; e7i^) If— 
/V] -n4-^yX75 K©H$t 
[0954] Mb202] 



[0955] HJ£^Jl-2-3X©C(J:|Eife<75^i:|n!«|<Diftf^-C, HJfe^l 2-2-43 X@B-C# 
btt^:4-^h^riX-3-[ (E)-2-(4-^n^7oi^/V) If ~/W]^&#lfc£3-T^/-l 
, 2-^°n/-?V^-/^^^bfc 0 
'H-NMR (400MHz, DMSO-d) 6 3. 17-3. 24(1H, m) , 3. 35(2H, t, J= 

6 

5. 9Hz), 3. 38-3. 44 (1H, m) , 3. 61-3. 68 (1H, m) , 3. 92 (3H, s) , 4. 57 
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(1H, t, J = 5. 9Hz), 4. 82 (1H, d, J = 4. 9Hz), 7. 12 (1H, d, J = 8. 8Hz) , 7 
. 28 (1H, d, J=16. 4Hz), 7. 45 (1H, d, J=16. 4Hz), 7. 55 (2H, d, J = 8. 8 
Hz), 7. 58 (2H, d, J = 8. 8Hz) , 7. 82 (1H, dd, J = 8. 8Hz, 2. OHz) , 8. 19 ( 
1H, d, J = 2. OHz), 8. 38(1H, t, J = 5. 9Hz) Q 
[0956] ESKLC/MS^v 5 ^^— K)406, 408(M + H + ) 3. !7ft(mM 

[0957] [MWft 2-2-44] 

3-[ (E) -2- If ^/V]-N-(2-fcKndri/-l-fcKndrv'^/V 

^/V) -4-7^v--<^XT^K (^^2-2-44) ©JKt 
[0958] Mb203] 



[0959] mbWl-2-3JmCiZLWM<Dftmbm&<D9tifcV, H»!|2-2-43X|SB-e# 
^>tLfc4-^h d ri/-3-[ (E) -2-(4-7'n^7x^/k) hf— /V] ^&#&£2-T^/-l 

[0960] 'H-NMR (400MHz, DMSO-d ) 8 3. 54 (4H, t, J = 5. 9Hz), 3. 92 (3H, s 

6 

), 3. 94-4. 02(1H, m), 4. 66(2H, t, J = 5. 9Hz), 7. 12(1H, d, J = 8. 8Hz 
), 7. 28 (1H, d, J=16. 1Hz), 7. 45 (1H, d, J=16. 1Hz), 7. 55 (2H, d, J = 
9. 5Hz), 7. 58 (2H, d, J = 9. 5Hz) , 7. 83 (1H, dd, J = 8. 8Hz, 2. 1Hz) , 7. 
92 (1H, d, J = 7. 8Hz), 8. 18 (1H, d, J = 2. lHz) Q 
[0961] ESKLC/MSJf?^^^^— K)406, 408(M + H + ) ;fiy$R#|8j 3. I4ft(m& 

[0962] [Hife^!l2-2-45] 

3-[ (E) -2- {A-y^n^r-y^jV) -tf ^/W]-N- (2-tKndrv^rc^/v) -4-^h^i/ 
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[0963] Mb204] 



I 




[0964] mmmi-2-3jmcKmm<D^mtmm(Dmi¥x\ ^#!i2-2-43x@B-e# 

hthfc4-^h^y-3-[ (E) -2- (4-"7tt°7^~/» fc^/V] ^M^^t2~T^7^ 

[0965] ESI(LC/MS^7V:/^e— K)m/z 376, 378 (M + H + ) 2. 52# 

[0966] [»J 2-2-46] 

3-[ (E) -2- -tf ~/V]-N- (2-tKndrv--l-^^-/Vm^/v) 

-4-^h^f ^yXT^K ({b^ 2-2-46) 
[0967] Wb205] 




[0968] mMmi-2-3imcKmm^mtmm(Dmi¥x\ nife#!i2-2-38x@B-e# 

btLf'4-^h^rv/-3-[ (E) -2- ^-^n^o^/k) fcT^vV] ( ± ) ~2~T 

[0969] ESI (LC/MSjK^^-K) m/z 390, 392 (M + H + ) ;^:#B#^ 2. 70ft 

[0970] [^&fif#|2-2-47] 

3-[ (E) -2- (4-^n^e^.n^/V) -tf — /V]-N-[2- (2-tKndr^oih^^) 
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[0971] Mfc206] 




o 



OH 



Br 



[0972] mmmi-2-3jmcKmm<D^mtmm(Dmi¥x\ ^js^i2-2-38x©B-e# 

htif-4-*h^y-3-t (e) -2- tr ^/v] ^m#^^2- (2-T^y 

[0973] ESKLC/MS^V^^— K)m/z 420, 422 (M + H + ) ;{£#B#Pe9 2. 53# 

[0974] [»J 2-2-48] 

N-[ (R)-2, 3-v ? fcKP=¥>'-7 p nfc7l-) ]-4-^hdr^-3-[ (E)-2-(Onn7x 
—7k) -t^/V] ^^XT5K ({b-^^) 2-2-48) (D§SBt 
[0975] Wb207] 



[0976] mmmi-2-3TMc\zMmco^mtnm<Dm¥x\ nife#>j2-2-7x@B-e#&, 

tbfc4-^b^i/-3-[ (E) -2- (4-^nn7x^;k) tf — /k] ^M^mt (R) - ( + ) 3 
[0977] 'H-NMR (270MHz, DMSO-d ) 8 3. 18-3. 24 (1H, m) , 3. 30-3. 44 (3H 

6 

, m), 3. 62-3. 67(1H, m) , 3. 91 (3H, s) , 4. 58 (1H, t, J = 5. 9Hz) , 4. 83 
(1H, d, J=4. 9Hz), 7. 11 (1H, d, J = 8. 8Hz), 7. 29 (1H, d, J=16. 6Hz) , 
7. 41-7. 45(3H, m) , 7. 61 (2H, d, J = 8. 8Hz) , 7. 82(1H, dd, J = 8. 8Hz, 
2. OHz), 8. 19(1H, d, J = 2. OHz) , 8. 38(1H, t, J = 5. 6Hz) G 
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[0978] ESI (LC/MS^^^-K) m/z 362, 364(M + H + ) ;{£#B#P^ 3. 10ft 

[0979] [Hifef?!l2-2-49] 

N-[ (S)-2, S-^tKn^rV-^atW) ]-4-^b^rV-3-[ (E)-2-(4-^tm:7;n 
-tf^/V] -<^XT5:K ({b^^)2-2-49) 
[0980] Mb208] 




[0981] ^0!Jl-2-3X@C^fB*O^m^^lil^^T\ MMM 2-2-7 X@B-C#^> 
^c4-^h=3rv'-3-[ (E) -2- (4-^DP7x^;V) If— /V] (S) -(-) 3 

[0982] 'H-NMR (270MHz, DMSO-d ) 5 3. 18-3. 24 (1H, m) , 3. 30-3. 44 (3H 

6 

, m), 3. 62-3. 67(1H, m) , 3. 91 (3H, s) , 4. 58 (1H, t, J = 5. 9Hz) , 4. 83 
(1H, d, J=4. 9Hz), 7. 11 (1H, d, J = 8. 8Hz) , 7. 29(1H, d, J=16. 6Hz) , 
7. 41-7. 45(3H, m) , 7. 61 (2H, d, J = 8. 8Hz), 7. 82(1H, dd, J = 8. 8Hz, 
2. 0Hz), 8. 19(1H, d, J = 2. 0Hz) , 8. 38(1H, t, J = 5. 6Hz) Q 
[0983] ESI (LC/MS^^^-K) m/z 362, 364(M + H + ) ;ffi:#B#^ 3. 10ft 

[0984] LMMiM 2-2-50] 

(R) -N- (2, S-^tKn^f -4-^=^-3- [ (E) -2- (4-Vy~7/V3rn 
^h^v^^/V) -tf -/k] — <yX75K (^^^J2-2-50) (DMat 
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[0985] Mfc209] 




o 



[0986] mmmi-2-3jmcKmm<D^mtmm(Dmi¥x\ mmm2-2-ixMBxmh 

titi4-^h^y-3-L (e) -2- {4-yy~7/vJru*y^7^7v) ^MMmt ( 

'H-NMR (270MHz, DMSO-d ) 8 3. 20-3. 30(1H, m) , 3. 30-3. 50(3H 

6 

, m), 3. 60-3. 75 (1H, m) , 3. 92 (3H, s) , 4. 61 (1H, t, J = 5. 6Hz), 4. 85 
(1H, d, J=4. 6Hz), 7. 13 (1H, d, J = 8. 5Hz) , 7. 30-7. 50 (4H, m) , 7. 72 
(2H, d, J = 8. 9Hz), 7. 82(1H, dd, J = 8. 5Hz, 2. 0Hz) , 8. 21 (1H, d, J = 2 
. OHz), 8. 41 (1H, bs) 0 
[0987] ESI (LC/MStK^7^-K) m/z 412 (M + H + ) 3.33^(^1 

mVftv-^v^yyj— <d^#i)o 

[0988] IMMM 2-2-51] 

(S) -N- (2, 3-^fcKn^-:/tifc7V-) -4-p«h^r^-3-[ (E) -2- (4-hU^/V^-n 
^h^r^^^/V) -tf ^^yXT^K (^^2-2-51) ©Sffit 
[0989] Mfc210] 



[0990] ^Jfe^!ll-2-3X@Clc:fB^(D^&^|^#(D^-e, H»!j2-2-lX®B-C#^ 
tl,fc4-^hdr^-3-[ (E) -2- (4-hy^/V^-n^hdr^^^/k) If ^;V\ ^MM^t ( 
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[0991] 'H-NMR(270MHz, DMSO-d ) 8 3. 20-3. 30 (1H, m) , 3. 30-3. 50 (3H 

6 

, m), 3. 60-3. 75 (1H, m) , 3. 92 (3H, s) , 4. 61 (1H, t, J = 5. 6Hz), 4. 85 
(1H, d, J=4. 6Hz), 7. 13 (1H, d, J = 8. 5Hz) , 7. 30-7. 50 (4H, m) , 7. 72 
(2H, d, J = 8. 9Hz), 7. 82(1H, dd, J = 8. 5Hz, 2. 0Hz) , 8. 21 (1H, d, J = 2 
. 0Hz), 8. 41 (1H, bs) Q 
[0992] ESI (LC/MS^^y^-K) m/z 412 (M + H + ) ;i^R#IHj 3. 33$HiU3£ 

[0993] [Hife#!|2-2-52] 

N-[(S)-2-tKndr->-l-(2-tKndrv'rc^/V^;/W^^/V) m^yw] -4-^h^rv/- 

3-[ (E) -2- (4-hy^/V^-n^hdrv/^cn^/k) -if ^/k]-- - <yX7^K U\&tfo2-2- 

52)(D^3g 
[0994] Mb211] 




[0995] HJfef?!j 1-2-3 X@C^fE«c»Mit^fe^^#»m^-e\ 2-2-1 X@Bt? 

#^>tvfc4-^h^f ->-3-[ (E) - (4-hy -7;v^rn^^-^^;v) if ^/k] geS#S^ 

0-t-^^/V-L-^IJ^d^(S)-3-tert-^>drV-2-{4-^bdri/-3-[ (E) -2- (4 
-hy^/V^^hd f -^^-/v)if-/v]-^^yV/VT^y}-7 B nt 0 ^-^^^^Lfc 0 
[0996] (S)-3^-^>^i/-2-{4-^h^i/-3-[(E)-2-(4-hy^7V'^-i3^hdri/7ai^/V) 
tf-/V]^^yV/VT57}^ 0 nt 0 ^-^25mg, 2-tKn3r^:i^VVT^9 ^ 

/V^v ? -r^Ki^l^^25mg^N, N-i^yvl^/VAT^K2mU^#?U N, N-vMy 
7°ntVV^/p-r5>'53 i uL^Px.fCo -<^^^fi^— lM#Uc:^ St^-fc 
Kn^^VVT^y^U ^^o/MJTV— /Wl-t- /yi7kfP^19mg, RtJ«(3- 
v ? y^-/VT^/y°ntVV)^^-/v^;/v^^^K^^^25mg, N, N-^y^nt>x 
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j±t^*u mbfritcmmm&i/y%^/^9J><?v^h?774—^mm^tco n-k 

S)-2-tert-^>dr^>-l-(2-t Kn^r l/^;V%;V/^s(;V) ^;V\ -4-* h^r >-3 
-[ (E) -2- t^/V] ^>-XT5K44mg (76%) 

[0997] N-[(S)-2^-^>^^-l-(2-fcKn^iX^^/V^/W^^/V)rc^/V]-4-^h^r>' 
-3-[ (E)-2-(4-hy^/V^-a^hdf-^^/k) tf^/V]^^XT5;K20mg^MJ7/V 
tn^lmL^Di, li?^20#*i#Uc o J§jftSr«ffiT«*bfc«, #ibtWc?l 

*(micromass*±SZMD)^ffl^T*fMU #^fc@^«, »£ET*£**U N-[( 
S)-2-tKndr^-l-(2-tKn^r^^^-/V^/W^^/V) rc^vK|-4-^h^v'-3-[ ( 
E)-2-(4-WJ7/l>^-t2^H¥V73i^/V') tf^/V]^<^XT5K9mg (57%) £#fc 0 
[0998] ESI (LC/MSiK^7^-K) m/z 469(M + H + ); {£#B#Pb1 3. 13 ft (M 

[0999] [HKB092-3-1] 

3-[ (E) -2- (3-^/V^-n^m^/V) -tT ~ ;V]-4-^hdf^yX s r^K (4k&!&)2-3 

-i)<DWk 

[1000] Wb212] 




[1001] X^A 

3-^h^y^^-4-^h^r^M^m^^(DmM 
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[1002] Mfc213] 




o 



[1003] MMM 1-2-1 X@C-e#^tL^l3-*/V$/V-4-^h^r^,&#^^^-/k500mg 



[1004] 'H-NMR(270MHz, CDC1 ) 8 1. 38 (3H, t, J = 7. 3Hz), 3. 37 (6H, s) , 3 

3 

. 91 (3H, s), 4. 36(2H, q, J=7. 3Hz), 5. 67(1H, s) , 6. 93(1H, d, J = 8. 6 
Hz), 8. 04(1H, dd,J = 8. 6Hz, 2. 3Hz) , 8. 21 (1H, d, J = 2. 3Hz) c 

[1005] X^SB 

3-^h^^/V-4-p<h^^S#^tf>lE$g 

[1006] Wb214] 



[1007] X^-T?#e>ttfc3-^h=ar^^-/V-4-p<h^^S#^^^/V3. 67g£^/— 
/V20mU31?^U ^^«^20%^K^b^y^^^l2mL^P^, 50°C^?3 
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^ v^cs#sti . 82 g (55%) zmfto 

[1008] 'H-NMR (270MHz, CDC1 ) 8 3. 36 (6H, s) , 3. 94 (3H, s) , 5. 68 (1H, s) 

3 

, 6. 96(1H, d, J = 8. 6Hz), 8. 10(1H, dd, J = 8. 6Hz, 2. OHz) , 8. 29(1H, 
d, J = 2. 0Hz) o 
[1009] X^C 

[1010] Wb215] 




o o 



[1011] 8lg s mkT>-^~ 

<7^o. 65 g ^^y>yry— ^Kfp^i. 48 g , ;&.tM3-v^/vT5: 

/7 B ntVV)^^/V^;/V/Kv ? ^r^K^^^l. 85g^N, N-vW/l^/VAT5;K50mL 
fc*§fi?U N, N-v?-ry^°ntV^^/VT5^4. 20mL^Px.^ o r©iS^iSt' 
13l^}f #UtfL lM^^pH2#iff^/ £ e§*-e^Li a o*P^./c 0 ^<Z)I^^ 

-O-XT^Kl. 03g(71%)^#fc o 
[1012] 'H-NMR (270MHz, CDC1 ) 6 4. 02 (3H, s) , 7. 11 (1H, d, J = 8. 6Hz), 8 

3 

. 18-8. 24 (2H, m), 10. 48 (1H, s) c 
[1013] TMD 

3-[ (E) -2- (3-7/VtP7 z^—;V) -\f^;v^-A-^Y^y-<>XT^V(DMU 
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[1014] Mfc216] 




o. 



F. 



[1015] *°!J-^— &&h})7x~/l'&X7^1. Og(Fluka|±^, CAS# -^-39319-1 1-4) 
„ 3-:7/]^n^^vVK/n5;Kl. l&KN, N-^^/V^/V^T^KSmL^Px., 80 



[1016] ESI (LC/MSjK^^^-K) m/z 272 (M + H + ) ;^^R#rHl 3.29^ (M 

[1017] [HJ60H2-3-2] 

4-yhdf^-3-[(E)-2-(2, 4, 6-hy^/V^-n^oi— /v)-t^/V]^<^XT5K(^ 
^2-3-2) (DWt 
[1018] Wb217] 



[1019] HJte^J2-3-lX@D^|Rl#«Djftf^-C2, 4, 6-MJ7/^n^<^/^n^Kd^^ 



[1020] ESI (LC/MSJK^7^-K) m/z 308(M + H + ); ft^Bt^ 3.33ft ( 
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[1021] [Hife#!|2-3-3] 

3-[ (E) -2- (2, 3-i?-7/V3rW7^/V) -If ^/k]-4-^h^r^^<^XT^K Off^ 
^2-3-3) <£>M3£ 
[1022] Mb218] 




[1023] ^^^-S-lX^D^I^^cD^T^, Z-i?7/V^vi^x//V7^^frh&m\, 

[1024] ESI (LC/MSiK^7^-K) m/z 290(M + H + ); {£#B#P^ 3.28ft ( 

[1025] [Hifef^ 2-3-4] 

3-[ (E) -2- (3-^nn-2-7/Vto7x^) -tf -4-^ Ri/^yX'T^K ( 
tt&m 2-3-4) 
[1026] Mb219] 




[1027] |lifef?!j2-3-lX@D^|WI#(D^f^-r3-^an-2-^/V^-n^:^7V^n^K^^'^ 

[1028] ESI (LC/MS^r^^-K) m/z 306, 308 (M + H + ) ;^:#B#^ 3.46^- 

[1029] [H»!l2-3-5] 

3-[(E)-2-(2-7/^n-4-^^/V7ai^/V)-lf^/V]-4-^hdrv'^<^XT5K( 
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[1030] Mfc220] 




[1031] %Mm2-2>-lXMVtmmi(Dm^2-7/V^u-4-^/V^>i/;Vzfn*Vfrh 

[1032] ESI (LC/MS^^^-K) m/z 286 (M + H + ) ;{£#B#Pb1 3. AlftimM 

[1033] [HJfefl|2-3-6] 

4-p*He-S/'— 3-[ (E) -2-(4-MJ^/V^-n^^/V^7V7r— /V) -tf^/v]- 

[1034] [>fb221] 



I 




[1035] 4-(MJ7/V^-n^/V^^-)^^/^n^K50. 4mg:JoJ;U^y>»y^/V32 
M L(D^^^160°C^16R#^a#b/c o ^B^£fiUi#, 3-^/V^7V-4-^h 
=3rv"<^XT5K20mg, 1, 3, 4, 6, 7, 8-^MWn-2H-fc°y5K[l, 2-a]t°y^ 
> ? ^26mg^oi:OTHFlmL^Px., ^&-e24H#P^ 70°C-e6B#P^#Uh o 
$^>^3-*/V5:7V-4-p<h^r^^^XT^K20mg^P^, 70°C-e24B#^*#L/h o £ 
©M^&^M^SPUfc^L /V-C^U SCX@Ji^ffi#^ (Variant 

54, lg) fcilUt, ^^^^UTft^^^93mg§r#^o rtf>5^46mg2rWater 
s|±$^996-600E<^IS^3SISf^n^hi/7^^- ; lr'(i^lfc^^n^^ (micromass 
ttMZMD)^fflVNTftMb,#^fc@#:^iiT^bT4-^b^^-3-[(E)- 
2- (4-hy^/V^-n^^/V^7V^T— /K7i= /V) -tf ^/V]^0-XT5K3. 5mg (6 
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[1036] ESI (LC/MS^T^^-K) m/z 354(M + H + ) ;i^B#|Hj 3. 77ft(mM 

[1037] IMMM 2-3-7] 

3- [ (E) -2- {2-7 /V^rv-A-hy 7Mu^;V-7zr.^/V) -\f=.;V~\ -^yX7^ 
KWb^2-3-7)(DS5t 
[1038] Wb222] 




[1039] mmim-s-6izmm<^n^mtmm^mi¥^2-7/^u-4-h])7Mt2^ 

/V-<^^/V^n^K^3-^/V^/V-4-^h^r^^<>'XT^K^^'^^Lfc 0 
[1040] ESI (LC/MSJK^7^-K) m/z 340 (M + H + ) 3. 25ft(MM 

[1041] [Hife{#|2-3-8] 

3- [2- (4-v'77-7x^;V) -If— /V] -4-p< h^-^^XT^ K (^^#) 2-3-8) 

[1042] Wb223] 




[1043] ^^!|2-3-6^|E«©^3t7j&^l^#(D^TM-^T/^^/V^^K^3-* 

[1044] ESI (LC/MS^^7^-K) m/z 279(M + H + ); {£#1^1 Z{£ 2.86 
$h E#: 2. 98^(«^#:^^h^^^-(D^l)o 
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[1045] [Hife#!|2-4-l] 

3-[ (E) -2- (4-7/VJrvi7^/V) -t^/^-4-^h^-^XT^K (ik&<&)2-4 

-D(omk 

[1046] Mb224] 



I 




[1047] 

3- (^h^>/Jv*/JwV^/V) -4-*h*i/-$:M^m<Dmm 
[1048] Wb225] 




[1049] MMffil 1-2-1 X@A-e#^^bfc3-^nn^^/V-4-^hdr^>-^S#^^^-/H0. 
00g^^y^hy^^/V8. 25mU^fi?U 160r^24B#5gjffc#Ui o * 
PS— /V200mU<:*g$?U i»^*^20%^K^^y^^*^*36mL^P^., 60 

wimmmwistco Ri^m^mf^rmmu &m&mm&-emiu s*^vi^ 

f£MU 3-(^b^^^/^^)-4-^h^>-^M^mi2. 78g(98%)£- 
[1050] 1 H-NMR(270MHz, DMSO-d ) d 1. 16 (6H, t, J = 7. 3Hz), 3. 22 (2H, d 

6 

, J = 21. 4Hz), 3. 87(3H, s) , 3. 94(4H, quintet, J = 7. 3Hz), 7. 09(1H, d 



WO 2005/063689 



170 



PCT/JP2004/019574 



, J = 8. 3Hz), 7. 82-7. 87(2H, m) , 12. 62(1H, bs) c 
[1051] ISB 

Rinkl/vV (Advanced ChemtechttM. 0. 8mmol/g)8. 06gKt°^<})i?^b 
N, N-^^/V*/^T5K(D^^(l:4)50mL^Px., ^fi-e3H#|ig$tlX^ 

T^iLt (Kaiser ^hO^ : „ £ <DWv>>-^N-^VV-2-fc 0 ny >V^5 
OmL, X@A-e#^>tvfc3- ($*r.^$/sjc*Jfc=. /V^/V) -4-^h^r^-^S#^5. 
85g, ^/Hir/-A^l-t- 7KfP#»4. 94g, N-^y^tV^ 

[1052] Kaiser T^hcE^^: ^tt c 
[1053] T.SC 

3-[ (E) -2- (4-^/V^-n^oi^/V) -tf ^ ;v]-4-^bdr^-<yXT^K©Il 
[1054] Mfc226] 



[1055] X@B-t?#btV7hl>v ? >'100mg^SJ^^^^^b, 4-7/V^-n^<^XT/VT ? fcK5 
4/iUl, 3, 4, 6, 7, 8-^^tKti-2H-fc°!J5K[l, 2-a] fc°y^vV70mg, N, N 
-v^/V*/W»T5Kl. 5mL^P^-C, 80°C-ei3B#r^a#b/c o Rfom&SMWi 
, ^nn^ytffi^U ^o7cWv ; ^^20%hy7n^-ng^|iv ; ^ati 7 ( 

f£U ^>»tSr«£ET*«lbfeo #^fc^»Waters*±M996-600E^IErl5^ 
Wfc?n^?b>f : y7-(— &mx.t^4?V^X (micromass|±MZMD) Srffl V >Tft$R. 
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[1056] ESKLC/MSJf?^^^^— K)m/z 272(M + H + ) B#|SI 2. 395> (S 

[1057] [Hife^ 2-4-2] 

4-*HfV-3- ( (E) -2-p-h/W/V-t^/V) -^O'XT^K (^^2-4-2) 
it 

[1058] Mb227] 



[1059] MMim-4-l ^MCtm^<DW^A-^/v^^XT;v^\iY^h^m^o 

[1060] ESI (LC/MSjK^^-K) m/z 268 (M + H + ) 2. 595> (ift 

[1061] [HJfe#l2-4-3] 

3-[ (E) -2- {A-^/Vy^/V) -If =;l/]-4-^h^r^yXT5K (>f fr^Mfe2-4- 
3)©545£ 
[1062] Mfc228] 



[1063] ^f?!j2-4-lX@C^|WI#(^^f^-t?4-^^/V-<^XT/V^tK^^'a'^L7t 0 
[1064] ESI (LC/MS#^^-K) m/z 282(M + H + ); {£#B#Pb1 2. 885> ( 
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[1065] [Hife^iJ 2-4-4] 

4-*Hf V--3- [ (E) -2- (4-hV 7/V3rvi^/V7^/V) -tT^/k]— O'XT^K ( 

[1066] Mb229] 



I 




[1067] mMm-4-1 XMCtnWi(OW^4-h^/V^n^;V^ly^T/V'f\iY^h^ 

[1068] ESI (LC/MS^^y^-K) m/z 322 (M + H + ) ;{£#R#Pfl3 2. 86^(ift3S 

[1069] [HJg^|2-4-5] 

3-[ (E) -2- (4-tert-^^-/V^^^/V) -\f~/U] -4-^h^r ^yX/^K Wfr^ 
2-4-5) <DUl& 
[1070] [^230] 




[1071] mMm-4-1 JmCtmW<Dm<t-V4- (tert-^^M -O-XT/V^r tR/^£>-^ 

[1072] ESI (LC/MSjK^^'^-K) m/z 310(M + H + ); {£#H#Pb1 3.26^ ( 

[1073] [HJ60H2-4-6] 

3- ( (E) -2-t"7^^/V-4-^/V-t^/V) -4-^^yX7?K {it&%?)2-4-6 
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[1074] Mfc231] 




[1075] %mm2-A-i^^ctmm(D^^}fy^;v-A-ti/v/Vv'f^^h^^t' 0 

[1076] ESI (LC/MS^r^^-K) m/z 330(M + H + ); {£#H#Pfl3 3.13 ft ( 

[1077] mmim-4-72 

3-[ (E) -2- -t^;V]-4-^b^^yX7^K (^£^2-4- 

[1078] Dffc232] 




[1079] ^Ji^!l2-4-lX@C^|^#<D^TM-^n^^^XT/V^fcK}&^^LfCo 
[1080] ESI (LC/MS^T^^-K) m/z 332, 334(M + H + ) ;{£#B#P^ 2. 79ft 

[1081] [Hifef?!l2-4-8] 

3-[(E)-2-(4-^n^e-2-^/V^-ci^ai^/V)-lf^/V]-4-^hdr^^<^XT5K( 
^^2-4-8) 
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[1082] Mfc233] 




o 



Br 



[1083] mMim-4-iiimctmm<^^^4-yn^-2-^^u^^T^^^h 

[1084] ESI (LC/MS*°^r^7^-K) m/z 350, 352 (M + H + ) ;ffi:#B#^ 3. 56# 

[1085] [H»!l2-4-9] 

3-[ (E) -2- (2, 4-^^nn7x^;V) -t^/V]-4-^h^>-<^XT5K Wb-8^2 
-4-9) O^it 
[1086] Mb234] 



[1087] ^3fi{?!j2-4-lX@C£|ig#(Dl^-?2, 4-^nn^^XT/V^tKd^^bfc 



[1088] ESI (LC/MS^^T'^-K) m/z 322, 324(M + H + ) ;^:#B#^ 3.59^- 

[1089] [H»!l2-4-10] 

3-{ (E) -Z-lA-iA-^/V^rxi^l/it/Vtti/) -3-^h^>7^ /V]-tf-/V}-4 
-^h^-O-XT^K </fbl^5 2-4-10) (D®^ 
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[1090] Mfc235] 




[1091] mMM2-4-iiimctm^(D^^4-(4-y/v^rvi^<^/v^r^y)-3-^h^ 

[1092] ESI (LC/MS*°^r^7^-K) m/z 408 (M + H + ) ;i5M^B#|Rj 3. 54^(t^3S 

[1093] [H»!l2-4-ll] 

3-[ (E)-2-(2, 4-7/V^-n^ ; nc^/V)-tf^7k]-4-^h^v'^<^XT5K Ut&%02 
-4-ll)(D$Bt 
[1094] Mfc236] 



I 




[1095] HJfe^|2-4-lX@Ci:|^#<Diftf^-e2, 4-i?7/V*U^>^T/V<f\iyfrh&m^ 

[1096] ESI (LC/MS*°^7^-K) m/z 290 (M + H + ) ;^#B#^ 3. 275> (iU 

[1097] [H»!l2-4-12] 

4-^HfV-3- ( (E) -2-try vV-3— f ;V-\f^;V) -^XT^K tffrg^ 2-4-1 2) 
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[1098] Mfc237] 




[1099] 

[1100] Mb238] 




[1 101] MMM2-4-1 X@A-e#^tbf' 3- (^h^^tfwV^/V) 

m#^3. OOg.J^T^^^l. 06g. ^/HJr/-/l^l-t- /V— ^P^2 
. 28g, ^tF(3-v ; ^^/VT5/7 0 ntVV)^^-/V^7/V^^ ; ^K^^^2. 85g£N, N 
-^^/V*/VAT^K90mU3l|^U N, N-v^y^ntVl^^/VT^S. 18mL 

^px./t 0 ro^^^^-ei2B#^Jl#brt#, Mffir^ilibfco 

5K2. 78g(92%)£#fc 0 
[1102] 'H-NMR (270MHz, DMSO-d ) 8 1. 16 (6H, t, J = 6. 9Hz), 3. 18 (2H, d 

6 

, J = 21. 5Hz), 3. 85 (3H, s) , 3. 93 (4H, quintet, J = 6. 9Hz) , 7. 03 (1H, d 
, J = 9. 2Hz), 7. 19 (1H, bs), 7. 78-7. 85 (3H, m) Q 
[1103] nn.B 

4-^h=3rv'-3- ( (E) -2-fc p y> ? >'-3-^|7l'-lf -<^XT5KCO|^M 
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[1104] Mfc239] 



I 




[1 105] XMAV^htltc3- (i^h^^^/V^/V) -4-p<h=3r^-^<^XT5K30m 
g, t 0 y> ? ^-3-^7/k/Vk'7 ;f tK28 J uL, 1, 3, 4, 6, 7, 8-^i^tKn-2H-t°y^K[ 
1, 2-a]fc°y^> ? ^40mg, N, N-v^^/l^JvV^T^Kl. OmL^Dx.-C, 80^^12 
BtMflM^Ufco £0»§r^M. ^§rWatersi±B996-600E^]SaffiM#:^n 
— (micromass|±^ZMD) ^ffl V ^X^MU #£>*L 

itmmz. mf±rm,mu 4-^h^-3-aK)-2-^ a v^-3-4/v-^M-<> 

XT5K6mg (24%) £#7t 0 
[1106] 'h-NMR (270MHz, DMSO-d ) 6 3. 93(3H, s) , 7. 12(1H, d, J = 8. 8Hz 

6 

), 7. 28 (1H, bs), 7. 33 (1H, d, J=17. 0Hz) , 7. 41 (1H, dd, J = 8. 4Hz, 4. 
4Hz), 7. 52 (1H, d, J=17. OHz) , 7. 85 (1H, dd, J = 8. 8Hz, 2. 4Hz) , 7. 9 
4(1H, bs), 8. 03-8. 06(1H, m) , 8. 23(1H, d, J = 2. 4Hz), 8. 47(1H, dd 
, 4. 4Hz, 1. 6Hz), 8. 75 (1H, d, J = 2. 4Hz) Q 
[1107] ESI (LC/MSjK^^^-K) m/z 255 (M + H + ) ;{£#fl#P H 1 1. 78<fr(mM 

[1108] 

4-^n^e-3-[(E)-2-(4-hy^/V^-n^h^-^-^^/k)-t^/k]-^<^XT^K 

Wb-a^»2-5-i)©543t 
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[1109] Mfc240] 




[1110] (4-hV7/^n*h*l'^l^A')ti&ft>W8?^/l'7. 8g£rDMF100mLfc?§#p 

fc 0 ^.thlC^V^J^-tert-^h^y^6. 4g^P;tT-25 0 C^2l^*#Uc 0 fcfom 
Km%umkT>^^^7klOOmL, TKlOOmL^P^L. SI^^/KlOOmL) *C3 

mm^v^j^^^^h^^— loog^u ^m?g(g^^^/vAu ? n- 

^M^l*tlO) ^-C4-^n^E— 3-[2-(4-MJ7/V^-a^hdrv'-7^^/V)-t^/V] 
[1111] ^<Dt>(D?rE^^^100mL^^b, 3^0. 4g^Px., 500W^t2^rV^ 

^(ctiMT, ^?a^-ci5. 5B#F^»#L7t 0 R^mKm^^m^-hv^j^2. 7 

iH3. 8g3r#fc„ 

[1112] r(Dt>(D^^/^/^drVK35mLl^i?b^^&IJ^A2. 8gSr30%iS^ffc; 
*lif*5. 2mL^^$^rfc^^O°C^T^>o<«9*P^ ) ^afcLTl. 5B#^*#U 

-^r2^-3-[(E)-2-(4-hy^/V^r2^h^^-^;n^/k)-tf-/v]--<^XT5Kfi 
M^^r#fc 0 mhfltzM^^^/—Mz.XW^^. 4-/n*-3-[(E)-2-(4 

[1113] 'H-NMR (400MHz, CDC1 ) 6 8. 15 (1H, d, J = 2. 4Hz), 7. 68 (1H, d, J = 

3 

8. 3Hz), 7. 58 (2H, d, J = 8. 3Hz), 7. 50 (1H, dd, J = 8. 3Hz, 2. 4Hz) , 7. 
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48 (1H, d, J=16. 1Hz), 7. 24(1H, d, J = 8. 3Hz), 7. 13(1H, d, J = 16. 1H 

z) 0 

[1114] ESKLC/MSJf?^^^^— K)m/z 386, 388(M + H + ) ;^#B#P^ 3. 20# 
[H»!l2-5-2] 

4- (2-tKn^v / -^^-/VT57 ) -3-[ (E) -2- (4-hU ^/l^n^h^v'-^a^/V') 
-t^;H-<yX75K (^^2-5-2) <D$SJ5£ 
[1115] Mb241] 



[1116] mg^i|2-5-l-e#btbfc4-^n^— 3-[ (E)-2-(4-MJ7/V^-n^hdrv'-7^^ 
/k)-tr^/k]-^<^XT5K50. 2mg, hU^. (^y^JJfyT-feh » Z>*9S*3^ (0 
)2. 8mg, /VT^IO^U 2-(v ? ^n^^^/V^^y)lf^ai^/V2. 6 

mg© Aofc^^T/K^V^TgmU ZXlfrV^MfX (hV^A^VA^) 
. OM^h^fcKn^^^lmL^Px., 65°C^T3. 5B#F P Qft#L7^ 0 -^(D^M^W 
(v^^IJ^VTirhX) ^/^^A (0) 2. Omg, rc^y— ;VT^>10 » L&Mx. 

, mm&TA'zn'izxm&u 65°c^-ci3. 5mmmwv± 0 Rmm^mu^x^ 
mu iNM^2mL*px.^fpb, 7kM%mk^Asxm%s\n\\^tL 0 &^mm&& 

^uu^^RXl^y—/U15MD KX4-(2-tYn3ri/-^;VT^/)-Z-\_ (E)-2 
- (4-hy^/V^-n^ y^y-7^/V) -\f^-/V~]— <^XT^K5. 6mg£#fc 0 
[1117] 1 H-NMR(400MHz, CD OD) 8 7. 91 (1H, d, J = 2. 4Hz) , 7. 63(1H, dd, 

3 

J = 8. 8Hz, 2. 4Hz), 7. 60(1H, d, J = 8. 8Hz), 7. 27(1H, d, J=16. 1Hz), 
7. 16(1H, d, J = 8. 8Hz), 7. 02(1H, d, J=16. 1Hz) , 6. 64(1H, d, J = 8. 8 



OH 



s 




HN 
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[1118] 
[1119] 

[1120] 

[1121] 
[1122] 
[1123] 



Hz), 3. 69(2H, t, J = 5. 9Hz), 3. 30(2H, t, J = 5. 9Hz) Q 
ESl(LC/MS*Kv>7V:/^-— K)m/z 367(M + H + ) ;^#B#^ 2. 96 ft (MM 

[H»!l2-5-3] 

4-t°nU vV-l-^|7V-3-[ (E) -2- (4-yy7/V3ru^Y^i/-'7^/V) -\f^;V~\- 
^XT^K (^^2-5-3) (Dmm. 
Wb242] 



'Mmm2-5-2tmW^m¥'^A-y'xi^r-3-l (E) -2- (4-hy7/V^-n^har^-7 
^-/V)-^-/v]--<^XT$K^t 0 tiy^^^^j^bf' 0 
ESI (LC/MS^T^^-K) m/z 407 (M + H + ) 3. 09^(r^31 

[^»>IB-1] 

^^b^ttDMSO^T^^J#f^#, Ca 2+ , Mg 2+ ^«9A/^MMffl^*t?50 
te*fr#iU ^©10 ^1^96^^-h^^bfCo th§V^fIifrt^«( 
Human umbilical vein endothelial cell; HUVEC, Cloneticsftli^A) f± % PRMI1640 
i$ifi^lO%«?i£jfcfif , 30 g/mL jfiLWP^^^fflJ^^AJ^^^b^J. 50/zg/mL ^ 
/Ny^(D^Pi$iSi--C, fcNll)SM$cCalu-6te, MEMi$ift^lO%«?i£il?lf , 0.1 
mM #^T5/lt 1 mM tVVfV^hy^AcD^P^^^-C. ^^tOfflJM 

M£rfgMLfc 0 i^^/vfefc»93OOOfS^*fflJ^#:^^§J;5(3:^*fflJ^^^^^i90 ^ 
L^^b^»^r^V-hf-^ab, 37°C, 5% mm^^^^—P— l£X 
i^#bfc 0 72B#Pb1^ 20 /z LOWST-l (Roche Diagnostics*fc®D &&V^MZMML 

, 2mmmm&, 450 nm(DMfi(^}g;K:65o nm)»j^u-c 0 ^^b^Mrn 
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50 

[1124] *mW<D4k&Wm<ViXmmzmVX,HUVEC,&£Tf,Calu-6<DlC u&muz: 

50 

[1125] [^1] 
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^1. 5o%mmmm»m ac,M) / mm 





HUVEC 


Calu-6 


l-i-i 


2. 27 


MOO 


1-2-1 


2. 40 


MOO 


1-3-1 


0. 19 


>50 


1-3-2 


0, 15 


>50 


1-3-5 


0. 14 


>50 


1-3-6 


0. 24 


>50 


1-3-7 


0. 28 


>50 


1-3-8 


0. 35 


>50 


1-3-10 


0. 76 


>50 


1-312 


2. 54 


>50 


1-3-16 


4.60 


>50 


1-3-17 


L 20 


>25 


1-3-18 


1. 25 


>50 


1-3-21 


5. 10 


>50 


1-3-23 


2. 85 


>50 


1-3-24 


5, 19 


>50 


1-3-39 


2, 36 


>25 


1-3-41 


0, 04 


>50 


1-3-45 


0. 05 


>50 



[1126] [^1-2] 
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HUVEC 


Calu-6 


2-1-1 


0. 17 


MOO 
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